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Compounds represented by general formula (I) or salts thereof which specifically inhibit FXa, exert a potent anticoagulant effect and 
thus are useful as medicinal compositions, wherein Gi to G4, X and Y represent each CH or N; Z, represents -SOj- or -CHj-; Q represents 
aryl or heteroaryl; and Rj to R9 represent each hydrogen or a substitucnt. 
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H-e*«9s R, *<7X«^^. ±^^J^^. 3^*J1?-. T 

>0. R2 . R3 . R4 , Rs it^M'tlymm"^. yf-;UStfz(ix^;l/S-e^ 

Re . Rt , Ra , R9 ii^ti^'4a;6^M^LTl^S^±©^SJl^ch-^{c 

2 4 



wo 99/33805 PCT/JP98/06002 

2, 3, 4 -X 1 Kn4-y U;US. 1, 2, 3, 4-xh5tKa^v^y 

tlOt>imtL<it. G, :&^N. Ga . G, , G4 :0^CH-ea5«9> R. i)<7KM 

W.=^s y^miM^i^. i^MM^. **Jl?s ffiMJM.^. TiJ^. ^5^;uS, 

G, fc^cJfM$tL^N-7^^■> KST*^. m{iO, 1, 2Tf2b^s R2 . 

R3 , R4 , R5 (if5jti^>7K*ii^T*)«9> Re , Rt , Rs , R9 (i^n-rn 

a. t: ^ U y ;^ L < v'yPgT ^> ^ . 

/WS. 2-y KyVy^—JVM. ^yVf-^—JiM. ^>v" 

^7y""U;bS. i^^yy'y^-jm, 1, 2, 3, 4 h5 1 KD^i^y u;i/» 

2 5 



wo 99/33805 



PCT/JP98/06002 



i,immm-^'^^t\ ttzithh'a^'^m. r^ys. yymmi^. mmm^?-. m 

a^ N' -vTy-^"7--:^yS^)L<{lN' -^^Jl-2--hu- l, 1- 

i-7^>i^T^ ya?5^t>ffi^{cM(fn2.«i^*-ei, 2 l< (isfis^^tiri^ 

(1) ©9*). G4 Tij^XHlr^iQ. R, . R2 -Rs . Rt ^ 
Ts Rea-C-Ret (R6.iR6b©-::^{i7K^Jl?-THfe:^(iR6 CD^^iLTM 

t^^^Mm^tifzi>(D t\5\i:t\ L < «R6aiR6b7:)^'IalBtici«7;i/^;bS-e*) 

(I) chlHlL;^-*^) o 




o 



2 6 



wo 99/33805 



PCT/JP98/06002 




«9 ; 

fiM T ;b ^ 4- V 7^ N ^ 7 ;^ n ^ v 757 ;L' ;u T ;^ 

t)j\y^:-jvM. N-y x.-jvijjw<^^ jvm^Liit^-coNH (CH2 ) p 

S (O) , Riot/cti-CONH (CHa ) r NR , , R , o■T:'^$n5*/&^^>^{^ 
naS (5^43 Rio, R.>:fo=tcKR,2ii&i:i::7R*M^-> MTyp^^i^S. y x.- 
JVM. ^&MLTJ\y^)vy x.-jiym-ei><o. p{io~4<D^i5:. q (i 0 - 2 

3) R,5TS^^nTl^TfcJ;iMg;l57;^^;PST-*)*9 ; R , 5ii7^^b^>->;u 
S> «7;i/=3 4=-v/:^;^7K-;uS. t Kp4-'>;1/S. M7;i/=i + i^S. -(£^^7 

2 7 



wo 99/33805 PCT/JP98/06002 

R 6 a O' R 6 b i,m^i^iSM.7 Ji^^Jmv$> > 

L< {i|nl;^{:ig^$nT<,^T*>J:l^T'J-;i/«T;i/':r-U>S-e*'5)) o 
xS: (I r ) \z.^\^X{pfi< thGx ii<N-i:i>^h(Di)<Ut.L\^\ 
$ bfcif^ L< {i. G2 . Ga ^D*a<?^-^^^-^i:{C:iol^T. G2 , G3 ^^CHT-* 
Ga ;6^"N. Go J&<CH-f*>«9. 

;l/ 7^ ;l/ ;}^'^ ;L/S, ^ ^ - L < - iSM T >'UB^ $ tlT ^T ^ <fc I ^ ^ < 

(CHz ) p S (O) , R,o^fc«CONH (CH2 ) , NR R . sT^^^tl-l. 
ST^)0S/c^iRl5T■gM$tlTC^T^>J:l^fi;i^7>'^^;^ST■^^9 ;R,o. Rm 
*JJ:c;R,2(13i35:(C7K*ll^, ffi^7;i/4^7i/Ss ^x-ybS. '(g;iJ:7>'U+;i/-7 x 
-;i/a-eabf5> R,5(i^>'i'4?^i/>'i'»> M7;ur3^->^;i/5t?->'i/S. t Kd4^ 

-M^<£ii7;i'+;i/7 $ ya. «7;b:^y-r;U7 5 yS. m7;b^x;i/^s^ 
)V7 1J&. mk7 i J-&m.Atn-\iYii^iy^ IJ^T:^^ ; iSll^iiRsafc 

2 8 



wo 99/33805 



PCT/JP98^002 



Q' ii.ya,:^Jim. tf^x-yu*^ l--f-y^jums 2 -i-y^ji^&hL<it 
ch«9:b{t*Ft L< (i. (I r ) {c*jl^T. G, *<N. G2 , G3 i^^CWe 

x^ij;bSTr^bi9. ^tii>(D-^^mmtmm^'^-^67i)\ ^tz^ty^miM 



t/c. W.KUtL\^^h(Dlzm^'t6t. (I I" ) 



(iS:4'R6a*JcJ:0'Q' (i. (I I' ) ©Rsa^M^S^Jct^/Q' ©^^^^^ 
i^iniR,5-e*i^$tiTi^TfcJ:v>MT;P^;i'Sir*)^ ; c:c-eR.5(is 

i&B.TJitiy-(jU:t^iyM. 7iJm. -^L< (iv'-S^MT;!/ 




2 9 



wo 99/33805 PCT/JP98/06002 

l-^-7 5";uSs 2 -:>-7f->'USs tf'^i^yyus, 

1, 2 ^)L< ii3#lttm$nT<.^^t>0-e*)<3. J;^9^f^L<{i^ Q' ;i><6-^N 
u'y-V - 2 p-^^^'!fV X^^U^bST^)^) ©jt^tlfe L < (i^ 

1- [1- ((E) - 4 -^ciPXf-U;l/X7l/;i-s^;i/) e^U v'^- 4 
- 4 - ( 4 - 1° <J >^;p) t°^^ V? y ; 

1- [1- ((E) - 4 onX5^'j;bx;U'^s-;l/) hi^V v'y- 4 

- 4 - ( 4 - t° U v^ylz) t°^5 > ; 
1- [(E) - 4 CIDX5^'J;^x;l/.-^^->'^] - 4- [l- (4 - h° 'j i^;l/) 

4- (^7i57l^>-2--r>'UX;P;^^;l') -1- [1- (4 -t°'; S^;l/) tf^'j 

4- (6-^5'^^:^>':^^>-2-^;^X;^;^-^:^;^) -1- [1- (4-t°';v' 
;W U > - 4 - ^i/pf t°A^^ > ; 

4- (6 -:/'n^:>-7:5^ UV- 2 -^;bX;UA}-sz:-;P) -1- [1- ( 4 - h° U 

;u) i; > - 4 - > ; 

4- (^>V' [b] 5^;r-7i>-2 — ( J\yXJV7i-.—jV) -1- [1- (4-t°U 

3 0 



wo 99/33805 PCT/JF98/06002 

4- (5 -7yl/y^oA;vy• [b] 2 -1- [1 

- (4 - t° U v';!/) e^'j i^V- 4 --r^b^ h°^5>'>; 

4- (6 -r^PD^yy [b] f-;*--7iy- 2 --ryi/x;b^s^;i/) - i- [i- 
(4 - t°'J v^;l/) e^U 4 --fyby f-yi/] 

4- (4 -p^ h^-i^-^yy [b] 5^7^7 X y- 2 --f - i- [i 

4- (6-^ h^>^>y' [b] 5^:t7x >- 2 -1- [l 

- (4 -t: ij t:^'j>'>-4 — fyu^?^;!/] t°'\^v^y; 

4- [3- (J^ yi^y f-yu) [b] f-:t:7 x >- 2 --f /ux 

- i - [ i - ( 4 - h° 'j >^;U) U i;' >- 4 - -f t°^5 

'^y ; 

1- [1- ( 4 - t° U v';!/) if^U i^>-4 --r^l^y^;!/] - 4- [3- (hU 

771/^0/ 5^ ;[/) ^>v- [b] f-;t7 X >- 2 --r;^x;^^^^;^] t°^^ 
; 

4- [b] ^:t7x >- 2 ->r;UX;i/5fs^;l/) -1- [1- 

(4-t°'j>*;p) t°^u i^y- 4 --r;i/^ t°^^v'>; 
4- (^>v' [b] 7^>-2 -i-yi/xyi/^f^^yi/) -i- [i- (4-eUv';L' 
) e^y i^v- 4 --r;u^^;i/] e^^v'y; 

4 - (5 - ^DD^vV [b] 7-5>-2 --r;l^x;l/^r->^;i/) - i - [i - (4 

- h° hf^ ij -y > - 4 — r 7l/^ t"'^^ > ; 

4- (2 -^9^;l/A;>y>7v--yt/- 6 -'f;i/X;l/^>j=.;l/) -1- [1- (4- 

3 1 



wo 99/33805 PCT/JP98/06002 

4- (4 -y :,.—J[yKy-^'y7.J\/7i-^—JV:} -1- [1- ( 4 - t° U i^/l/) t'^ U 

4- (5 -;^;l/.-K^->- 2 DD^y-^?'>;^;^4-^— yb) - i- [i- (4-t° 
U yji) >J > - 4 - ^ t°^5 y ; 

4- [5- (7!7;l/4^>i/^5^;l/) - 2 nu^>-ir~>x;l/^N-;l/] -1- [1 
- (4 - t°'j t"-^'; 4 --fyu^^^/u] M^^'yy; 

4 - (5-T4?hTi K^-7:5^ U>- 2 — { )^^•7.)\/^^—)\^ - 1 - [ 1 - (4 - 

4- (5-T^y:^7^b>-2-^;t/x;l/^^-^->'l/) - i- [1- (4-h°'j 
e^U 4 --Yyl/p^f^^H k°^5i^>; 
4 - [ (E) - 4 - ^ DDX^ \] )^7.)\^^^-)V\ - 1 - [ 1 - (4 - t°y 

4- (5 -7 ^ y ^'-^r^' 2 -1- [1- (4-h°U 
t:^U 4 --fyuy t°^5i^>; 
4- C (E) - i-^uux^^jjvxjUyit-jV] -1- [1- (4-eyv^;i/) 

>; > - 4 - -f t°^^ i> > - 2 -:t > 

4- (6 -■7'ci^-^-7:$' 2 --r;l/X;l/j}tJ^yI/) -1- [1- (4-t°U 

yji) }d^^) yy- i-^ ju/i-ju] if^yyy-2-^y; 

4- (6 Pn^7^ 2 -1- [l- (4-tiiJ 

yji) \i^vyy-4-^ji/i-jiy] \i^=?yy-2-i^y ; 

4- (^7^ 2 --f /I') -1- [1- (4 - t: >; t°^'j 

3 2 



wo 99/33805 PCT/JP98^002 

4- (6 5^;i/^7i57U>- 2 --r;ux;i/ji-^— ;U) - l- [i- (4-t°f;v' 

4- ( 6 - '>7y ^ U >- 2 -1- [1- ( 4 - If' j 

4- (6 - t KD4^->f-7:^ 2 -^;l/x;b/t^— ;b) -1- [1- ( 4 - t° 

Ui^;l/) tf^'J 4 --fyl^y t°^^ 2 -;r> ; 

4- i\-'7))/^ui-y'^Vy-2-^ )\y7.}\^yir^:z.)V) -1- [1- (4-t°y 

b°^'Ji^>-4 — r;^y^;l/] t°^^ >- 2 > ; 
4- (6 U>- 2 --fyl/Xyl/Tj^^yU) - 2 - h4^i>7^7;l/4^— yl/ 
-1- [1- ( 4 - h° U 9y- A-^ J\^/i-)\^'] ^i^'y'Jy ; 

4- (6 P i/y- 2 - 2 - 1 Ka^ i/^ 

-1- [1- (4-fc°'Jv^;V) ti^'j v'v- 4 --r;l/y h°^5>^y; 
2-tiJV7f:^y- A - (6 P D:^7^ b^- 2 >'^x;l/^^-;^) - i- [ 
1- (4-t:U':^;b) e^U v'y- 4 e^^v'V; 
4- (6 -r? nP:^7^ 2 --ryPX;^^.:^.;^) - 2- [ ( 2 - i h^^ix;^ 
T-t?f-;l/] -1- [1- (4-h°Ui^;L/) h:^U>'>-4 — T^l^^^^ 

1- [1- (4-t°';v';P) -yy- 4-^ji/^j\y] ]^^^yy; 

4- (6 PP-^7^ Ix>- 2 --r;^X;l/4-^— ^b) - 2- [N- 

if-^i/) 7ly'tiJ\^^^—M -1- [1- (4 - 4 --Y 

3 3 



wo 99/33805 PCT/JP98/06002 

2-T-fef-yb-4- -■^ xi^i-y 9 \^y-2 --^ )]y7sJ\yyi-^—)V) -1- [1 

4- (6 DD^^rJ' u>- 2 --r;^x;^^^^;^) - 2- (N, N->^^5^;b 
T i y :^ - l - [ l - ( 4 - t: U yb) U > - 4 - 

4- (6 PPt-"7^ u>- 2 --r;l/x;i/5fx— ;!/) - 6 h4^v7?7yUjK— 
-1- [1- (4 - t°>j v'yU) >^>- 4 --r^l^y 5^;!^] h°^^i^>-2- 

^ty ; 

6 -;^;i/*>i>- 4 - (6 2 --ryi/x/i/^h— -1- C 

1- (4 - e>j v'yL/) i>y- A--( ji/i-j]/] M^^^jy-i-i^y ; 
4 - (6 - ^ P o^7^ 2 - 6 - h Kp + v'p' ^/l^- 

1- [1- (4 -h'U i?;!/) e^y v^>- 4 --r^uy 5^yH h°'<^i^>-2-^ 

4 - (6 -i^PP^7^Iy>- 2 --ryUTL^P^f^— - 6 -y h4^->y 1 
- [ 1 - ( 4 - h° U »; >- 4 - -r 71/^ h°^5 > - 2 - 

6 -T-tr h^->y ^yl/- 4 - ( 6 - n n^h^ ^ >- 2 - ;bx;l/;f^^;l/) - 
1- [1- (4 - t°'J e^U 4 --fyl/^^^yl/j t°^^>'>'-2-^ 

3 4 



wo 99/33805 PCT/JP98/06002 

y ; 

4- [(E) - 4 aDX^^Uybxyu^--— yu] - 6 h + i/?!?;!/'}-'— /u- 1 
:t> ; 

6 -Tl?;!/^^^/- 4 - [(E) - i-'i^uuX'f-') JVXJV^^—JU] -1- [1- 
(4 - t°>J v^yl/) e^'j v'^- 4 --Tyu^ t°^^ 2 > ; 
6 -T 5 y 4 - (6 o^:^7i5' u^- 2 -'i';t/x;l/^^— ;U) - 

1- [1- (4-t°yi^;l/) e^U 4 --f t°^^i^>-2-4- 
y ; 

6-Tyl^F:t^>'i;l/-4- (6 -^oni--7rS7U>- 2 --fyl/xyU^J^^yl/) - 
1- [1- (4 - ti 'j v'yP) e^'j 4 --f yl/^ f-yp] t°^^>?>-2-;t 

4- (6 -^PP:^7^5' 2 ;u) - 6 -^ybj^y y 7^7;^'^^'— 
;^- 1 - [1- (4-t°';>';b) t°^y 4 t°^5v'>-2 

-:t> ; 

4- dd - titii-y ^ ]^ 2 -4 JVXJlt^—Jl'} - G-P/i^JiyT ^ ytiJV 

- 2 -yi-y ; 

4- (6 oo±-7^ U>- 2 --f ;l/x;l/^.^;l/) -6-^ h^'yT i y :^Jl^ 

- 2 ; 

4- (6 - ::7 uui-y ^ yy- 2 Jl^XJlTt^—jU) - 6- (4-tKp4-vt° 

3 5 



wo 99/33805 PCT/JP98/06002 

i^>tiJl7ii—ji) -1- [1- (4-t°y-;>;b) t°^ij v>- 4 --f ^ 

6 -7 i y y 4 - (6 -^^7 0 0:^7^5^ u>- 2 --r;ux;i/4-s— yu) -1- 
[ 1 - ( 4 - t' >; y ;u) U > - 4 - ;b y ;u] t° ^ ^ > - 2 - 

4- (6 Po:^7:^^ u>- 2 -'i';i/x;b4->— yu) - 6 --tyi/^^ i; y y.9^>'^- 
l- [1- ( 4 - h° U t°^U 4 ^yb] >- 2 

4 - (6-i>np^7^U>-2-i' ;u) - 6 - v ^ 5^;U7 ^ y ^ f- 

JV-1- [1- ( 4 - t: U '^'yU) t°^>Ji^>-4 — (JU/^Jl] M^^i^y-l 

-1- [1- (4-t:U>'>'P) fc°^'J 4 --r/l^^^^yl/] t°^5i^>-2- 

:t> ; 

4- (6 -i>oo^7^ U>- 2 - 6 -y ^ >x;l/^s^;l/7 
2 -;r> ; 

4- (6 -^'DCI•:^7^5'ly>- 2 --f ;UXyl/;t:^;l/) -6 - (4-tKa^->t° 

'^U -^yy -1- [1- ( 4 - f 'J v'yb) h°^'j i^y- 4 --r;by 

4- (6 nn:^7:J' 2 - 6 -v'y 5^;!/- 1 - [1 

- (4-e'j>';u) e^y i>>- 4 --r^i/y 5^/1/] t°^5 v'y- 2 ; 

3 6 



wo 99/33805 PCT/JP98/06002 

4 - (2 -i-y^Ji'T.Ji't^-Jl) - 6 - h Kn + ->^ 1 - [ 1 - (4 - e 

U i^v'U) i:^>- 4 --f viU^ ^yU] t°^^ i^^- 2 ; 

6 -TH? h^-vp' 4 - (2 - i- [i- (4-t° 
U e^y 4 \i^^'Jy-2--^y ; 
(R) - 4- (6 -i:^ on:h-7^ 2 -^yl/Xyl/^h^7l/) -G-^h^v';:? 

;U4^-^yl.- 1 - [1- (4-t°'Jv;b) h'^ U >- 4 - 1' t°^^ 
y- 2 : 

(S) -4- i^-'^uui-y^\yy-2-^JV:^)\/t^—j\/) -6-J:.h^i^^ 

1 - [1- (4 - t°'j 'J >- 4 - t°^^ >^ 

>- 2 -iry ; 

(R) - 4- (6 Do:^7^ u>- 2 --r;^xy^/•^-^— -6-^ v^y/ 
[1- ( 4 - e 'j v^yp) h'^v 'Jy- 4 jv/'^ji'] \i^5yy- 

2 ; 

(S) - 4- (6-^DP:^7^L/>-2-^;^X;^4-^-;^) -6-^ h^>^^ 
[1- (4 -h°U v^yi/) f^ij 4 h°^^i^>- 

2 -:t> ; 

(R) - 6 -:7!7;U'1^> V- 4 - C6 - :^ uui-y ^ Uy- 2 JlyXJl^^—Jly) 

-1- [1- ( 4 - 1" U v^yu) t°^'; 4 --f";i/y ^^'yyy-2- 
^y : 

4- ( 6 - ^ D D -^-7^ L/>- 2 -^;^x;^7^^^;^) - Q - n-y'u^^^ytiJiy 
7f:::Lji- 1 - [ 1 - ( 4 - 1° 'J ii^V'Jy- 4 JV;^ t°^^ y 

- 2 ; 

3 7 



wo 99/33805 PCT/JP98/06002 

(R) -4- (6 -^PD^7^ b>- 2 --r;bX;b4-^-;l/) -6-n-yD;f^ 
4^>';?7yU^-jr.;U- 1 - [1- ( 4 - t: U i^yU) t°^U 4 -^fyU^ f-yl/] t" 

4- (6 D □■;'-7^ 2 --f yL^xyi'^fsjr.yu) - 6 --f yyo'f^^^i^^;!/ 
1 - [1- (4-tfyv'>'b) t°^U i^y- 4 --fypy 5^;!/] t°^5v^> 
- 2 ; 

(R) - 4- (6 -^DD^7^ u>- 2 --r;^x;^^s^;^) -6--rv/o^s 
1 - [1- (4 - i^y- i JV/ ^jV] f 

^5 2 -;r > ; 

6 - t h4=-i/:^>'U5i^"— 4 - (6 -rJ' na-:h7^ 2 --fyux/l/jf^— 

-1- [1- (4-h°';>';P) h°^u i^^^- 4 --r;i/p<f-;i/] h'^^i^y- 

2 -:t> ; 

4- (.G-^titi±y^Uy-2-^JVXJV^^—jV) -6, 6 -v^p^f-Zb- 1 - 

[1- ( 4 - fc: «; ;u) e^u v?^- 4 -^ypy f-yi/] ^^^^^^-2- 

(R) - 4- [ (E) - 4 oPXf-';yUx;l/5^^;l/] -6-^ h4- 

i^y^yb-l- [1- (4 - t°'j v';!/) if^U 4 --r;!/^ h°^5v^ 
>- 2 -:t>o 

3 8 



wo 99/33805 PCT/JP98/06002 

nym. :^=f-jm. Ji^^yi/S. / h^i^M. h U-7>'U^P^^;t/S. h 

tiJU^<^^jVMs miiO, 1, 2T*«9s R2 , R3 , R., , R^ (iHtlfc 

7R*ii^-e*«9. Re . Rt , Re , R9 ii[.^ti^'nt<m^Lx^^^m^(DmM 

e'7i-i;yPS, 7xt>^;bS^ X5^ij;PSs 2-7x^;bi5^^ 

^-yl/S. 1, 2, 3, 4 -X h5 1 KD^^y Uyl/St/c(il, 2, 3, 4-7" 

tKn^->s. 7iym. y^mmj: mmm^?: mmm^. s^m^T. yr 

T^v'yS^i L< (iN' 2 hP- 1, 1 -^r-T^Vv'T ^ yS;6^b 

3 g 



wo 99/33805 PCT/JP98/06002 

D>^. :3/N^^, vu-i-y^. IL^, Vvrim 

4 0 



wo 99/33805 PCT/JP98/06002 

tfz. :^mM<.-i. M^^mm&'^'Um^nx^.^x hM^^^ (i v) -b 
R2 R3 

G2=G3 ) ( 

j^N V-(CH2)n-i CHO 

(Ri)m G4 ) ( 

R4 Rs (IV) -b 

(iS^tf. G, . G2 . G3 . G4 . Ri . R2 , R3 , R4 , Rs . n^^ctC/m 

X&60 ) 0jl:^tl^/c(i^©±i^^t;„ c!:i9^i:t. 5t ( I V ) -b 




(I V ) -b 



G, , G2 , G3 (DMmu^ (IT) (D^^o^-^mtn-xh^o t 

( I V" ) - b 

n'^^ \ — n''' VcHs-cho 

\_I \ / (IV" ) -b 

(Dit^w^mxh^o cti^wpui th^n^'ti^ (i) *>L<{i. ^ 

(II)' . iS: (I I) " ©'fh^^t/c{i^o±^cDMii{^^l^>-5.4^fBWiLTWffl 
Tab -So 

4 1 



wo 99/33805 PCT/JP98/06002 

Re R? 




(CH2)n — N NH 

R4 Rs Rs R9 (VI) 

i^^. G, ~G4 . R, ~R9 . m. n{i^ (I) i iHl-O^ft^gfo 

i^^^t^o 5S: (V r ) 




(^^4^^ G, . G^ , G3 (D^m^t^ (II') ®^*®S^ilRj--eab^o t 
ji:; (V I " ) 



N /) N )— CH2-N NH 

0 (VI") 
(5^4^. R,,<D^mi.t^ (II") ®*>©(i:|5l--e^^o ) ©'ft^t/^^Wffl 

Trcb^o Ctib(^^J>7d; < t fc^ti^-ns^ ( I ) L < ii. (I r ) . 5C 
±iB©5t (IV) - b-^Si: (V I ) mo^rB^W(Dikt LT(is ( I ) ©±^© 
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?^{c. <xfii y-^-mi-tifz^ (XXX ) -xr^^n^it-^mttzi^i^o^i^^ m 

R2 R3 Re R7 

G2=G3 >— ( 

Cy V-(CH2)n— N N-Z1-Z2-Q 

(R,)f^G, >-< >-< 
R4 R5 Rs R9 

(I)-a 

(5^4l{C:fe{t^Gl . G2 . G3 > G4 ^ Q. R, . R2 ^ R3 ^ R4 . R5 s 

R6^R7^R8^R9^Zl^Z2sm^ 11 (iluK ^ R — T ^) -5 O ) 

5^ (I) -bT-^:b$tl-g>ib^tl*/c(i^©ig (i*: (I) TX = N. Y=C0 
R2 R3 Re R? 

G2=G3 ) \ ) \ 

Gy N-(CH2)n — ( N-Z1-Z2-Q 

(Ri)m^G4 ) ( ) ( 

R4 Rs Rs R9 (I) -b 

(xC^^s G, ~G4 . Q. R. -Rs . Z. . Z2 . m. n iiMifi<^:lnl-®S^ 
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R2 R3 



R5 R7 



PN 'N-(CH2)n ( N-Z1-Z2-Q 



M 

R4 Rs 



Rs R9 



(XXXIII) 



<X@1 > 



R2 




^ 

HN 


N-(CH2)n 

-< 


h 

R4 


Rs 




N-Z1-Z2-Q 



(XXXIV) 



<Xg2 > 



R2 R3 Re R? 

G2=G3 ) ( ) ( 

Gi/ N-(CH2)n { N-Z1-Z2-Q 

(ROi^G, y\ >-< 

R4 Rs Rs R9 

(I) - b 

tiimmnx'h^^ (XXXIII) r^m-^ti^it^mtfzi.t^oi^i.i'rmi^yf^tijii: 



7 7 
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^mizmm^tm^ (xxxv) -c^:^n6it^mttzit^(Dm. 

R2 R3 



PN NH 

M 

R4 R5 

(XXXV) 

^2-1) <i@3 ><hi5i^©s:js<&m\ (XXXIII) T-^^n-s-fb^ti^/c 

R2 R3 Re R? 

PN N-(CH2)n ( N-Z1-Z2-Q 

R4 R5 Rs Rg 

(XXXIII) 

(i':;4^s p. Q. R2 . z, . Zo . nitmtitm—cD^m^^t) 

(XXIl)-e^$tl>S>fb^«^^/c(l^©ie©ftt>«9(c. rlTSgn^i LTA¥^tl36>*>S 
l.^{ir|5|Sg,;6Mi#^{Ci|#pItgj^d:i!:; (XXXV) r'M^tl6it^mtfzlii^(Dm^m 

t^T ($^it/±2-2) <xfi3 >ii5iii/i;scN^^Ti\ (XXXIII) Tg^ns 

cnb©;^riT-1ib>tL/c^ (XXXIIl) T:'&^tl^it^mtfzU^(Di^^ (M^ 
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mi - 1) <xiM3 > tmm(DKm^n^^^ (xxxiv ) r-^^rii>it-^^ttzi,t 



(^^. Q. R2 ~R9 . Z. . Z2 . nfiirlEiilSI— CD^^^^-T) 
<X|i2 > 

(^^^3-1) <X@4 >ch|5l#©SJS<&m^5^ (I) -bT-^$na^b^tl 



C^fp. G, ~G4 . Q. R, ~R9 . Z, . Z2 . m. n {ifulEilR]-©^^ 
X :t-;^"— -yi:? ^>-tr'>X (Protective Groups 




(XXXIV) 




(I) -b 
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in Organic Synthesis)l|2l!g^ 1991 ^©^tl^^jclEic 

mm^ma. 'j^^u <thi -ojLi^±®-^j^ c i ) (^(DMmmfm'^^m i:) -n^s 

Tab -So 

&^mm^m&^ts.FXammmv^6o ^mmit^mit. m'<hh^'}y 

T-4?'-Z?^a ho>fc:'>^fe^<Pfl*L^j:i.^o dOdiii. luiB© hP >f>Pl 

*^ij^<w^s£t{ifiiMiPi^©Pn!M^:^flRLTi.^-2>o %h\z.. imm(D\t^mm.u 

8 0 
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mm. -Mmm&m.mit (t i a) . < i>mriiiMmmmmn^mm(D&^kii 

mm^Mik^m. K^^sisLmmmmim (d i o . AxMcDtm • a 

its mw.mi^woMm^Hmmmm<D^m. ^rnhLiimmt-^^^v^-o 
c (Apc) I't^T.^yxic^ommKMiKm. m^tttz. ikmm^-. 

Ltzmm^^Mmmm. ttzwm^m&ut^Tbwifh^n^o tfzt>ot^ii^. cmm 
( 'J 7 T ^ :^ -) ^m^6&m\zn LT. mt ' m^cD^m^^ij^it!' 

8 1 



wo 99/33805 PCT/JP98yO6002 

o 



8 2 



wo 99/33805 PCT/JP98/06(H>2 

S^nfc^5^©:»jg^iJ^R, -R, ©fi^Ki <b ^>{C^L. S3 (ix^- Z , 
-Z2 -Q0i?iJ^^^E|-r*)'5o 
114 0~115 0{i. *^HMIIWHt:^%cDNMR(DT^-^^?F^lIll:^>'5o 

1) mmmmr^mom^ 

a) t hFX aPI${1^ffl©PJ^ 

in V i t r o{C:fc(j-SFXaPlSStt(^^ h^-b ii^ ^-i-My^<-( 
yi-ui^tlJV^ iXh^)-. 2 6 5^. 18289-18297 1990 ^) 

(^:^m^mtxi^m^n6o ■tfsio'h. thpxa c^^if-r 

(Enzyme Research Laboratories, Inc.) ^.0. 0 1 9 U/m 1 ) ^'J^^JV 
xyb.+s^+vK (DiMSO) ^zrm^(Dmmi::^mLfzmt^<^U'^}$L&nS- 
2222 (Chromogenix AB. 0. 4 mM) tM-^LT r i s -±g 
Mmmi^ (pH7. 5) T-3 7°CiCT'l' >4-^^- h^^o =^#:©FXaPl*S 

8 3 
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^m^it^mit. ±12®^;/* ic J: i9 F X a mmmi^^M^t ^ I C 5 oilT' 
1 nM~l //MO^S^^^o {3^L/Co ^MJ^^iC:}b%^ 

T(i. it^Ml- ( (E) - 4 DDX5^U;i/x;i/;l-^-;P) - 4- [1- ( 

4 - e u > - 4 - ^ yi^^-c^yi/] e^^^ y (wo 9 6 / 1 o 

0 2 2 -^^ij$B©^WJ4' 3 9 ® 2 b (D^t^W (i 0 . 1 5 X/ M© I C 5 oftt^^ L 



1 





I C50 (uM) 


m.mm 3 9 


0.019 


^jfei^ij 4 0 


0. 0 0 7 4 


IIWJ4 6 


0.017 


^Sfei^ij 4 7 


0.013 


5 2 


0. 0 12 


ms.m 5 4 


0. 0 0 8 5 


HJfef ij 5 5 


0. 0 0 7 4 


nmm 6 0 


0.016 


6 1 


0. 0 7 0 




0. 1 5 



2 ) m.mm-m^mm ( i n v i t r o) 

8 4 
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^ 2 





P T 2 f^M:l7iS 
(/zM) 


HJI^^ll 3 9 

mMm 4 0 


2. 8 
2. 7 



3 ) ln:M©?£tt®#tt (ex vivo) 
a) 5 «y h^ffll^fce X V i V o-^-®M@BtM^^^^ (^MF^&-^) 
1 2^Pa1Jli^±a:tL/ciitt':7-rx^-5 >y h ( 2 0 0 g~ 3 0 0 g. S L 

3 OmgXk g^;^MMcJ;^#lH]S-^L. llB#6^ic« (3. sro^J^ymi- 
hU'i^Al/lO^) L. 3 0 0 0 r pml 0 5^©M^6^l|{CJ:«9lfll^^^ilL 

fzc :icDita.m^m'x&rf<D::^-mcm^n-mn:mmms (pt) ©ste^^jcnj; 

8 5 



wo 99/33805 PCT/JP98/06002 

t>(-s ^^B^O^b^'^^i^ hJcO. 3~3mg/k g©|Effl-egPg:#> feL 
<(iO. 0 l~lmg/kg©$gffl0#Ml^g:W^C:i:{CJ;J9ia:Jill*^{-^ffl^^ 

1 mg/k g®ffl«T#Ml^i&-^LTfcl±iMFHl®®S(ilW»i6btl4n^o L 

8 6 
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(tPA) Ui>V^i:i^tli(DmMit (^mt^i>^^m^'t)<4>^^^-\^ix 

OirCMWJ (^iJ;i(^9-7 T y ^^-^ U ho i^^ U s ^^D® 
ifn/jN^ij^^rp^lJ^iJ (fiJ;i{i'T X h: U >s ho y^K^it >T > ^ h . h o > 

>-^^i5a*^ij. GP I ih/ iiiaPi»j) . <^^(Dmmik^i^mM m 

^li^ uy ^ h?hm^. HMG-Co A|5a»Js E P A- E) ^KHt<Li^U 

m<Dmum^m^'x. fjy'-^ jum. mu mmL mmk m.M(Dm. m 

^mm^^ALrm'M.mM^n6i}k ilSsfeAl B^/t^^^PTO. lmg~ 
1 0 0 Omg. |[f^L<ii]mg~3 0 Omg. #gPTO. 0 1~3 0 0 
mg^$f*L<(iO. 1 mg~l 0 OmgT-**). cn<& 1 iHl^^l-^Jii^lHlJci^^ 
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^ ^vi-^ ^ Tx^<^^>m) s mmu mmu mm. m^mu 

8 8 



wo 99/33805 PCT/JP98/06002 

f^;l/7;l/3-;U0cfc9?d:7;U3-;l/^, ^f.^ yjlK- h 8 0 (TM) W&6o 

c-9Lfc«i^(i. Mic±^(Dm^^tM. mm. mmm. %^m. ^mu ^ 

mm L Tffl I > e^ttgij i-r^C<i:^>-e§5o *^BJ jh^tl® I 

m#liW^^b^J^J^{i'i«5^? (7}?';:r-f-U>^>-U (PEG) s t 

Ko + ->7°u t°;I/^ f^yHryl/D-x (HPMC) . U f^;l/ e o U K> 
(PVP) ^®7i<^§tt?i^^. t Fd + ->7°p t°;l/;^f-;Hr;UD-X7^U- h 
(HPMCP) . /^Ti7 U;i/^y 'J;u^*S-^#: (^^ F 

^^yhh, S (TM) ; u-A . 7> K • ^^-XU.W ^©M^'ttS:^?) i 
^2^>fl:^fijfflt|j 77c#'ilW|^. yy h-^4:r.yxn. 78-82 (1988)l!(; 

^-^fi ^■m^omMii^.^t^cDtL^mi . p^mm^. e^^^-^'-^/h 57-159 

( 1 9 8 3 ) tlf^^m^iz. ga^il-SmtlfCJtxUT. ^^gjhCD^^i^iill^M 

w^mm^ii:mm^^^mt=i>:^-mmm^tim^ mmm^ 6-4931 

8 9 
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4-^. FR2460667 ^)o 

<mM(Dmmm> 

(a) ^>^-t?;l/^iJ (5 Omg) 

'fb-^tlM 1 0 0 g 

^^J' h-X 3 9 8. 5 g 

U >®^^"T-:>'t? A 1. 5g 

Y±i-:r^Mz2 5 Omg-Toi^AL/Co 

(b) l^^ij (Img) 

it^mu 1 . 0 g 

f LH 9 2 . 2 g 

757;P^>->^ ^yUr^l/D-X:^ h y 'i' A 5. Og 

r3->Xi57-f-^-X h (5%W/V^-X h) 0. 8g 
U ■> A 1 . 0 g 

±ie®fi^5^<&?P«L. ^^(CJ:D*T^L^ 1 0 0 m gOit^iJi: L/Co 

(c) im\ (1 Oriig) 

ik-^tlM 1 0 g 

?L!S 1 6 0 g 

i> PX;^;l/^ o-Xi- h U O A 4. Og 

g 0 



wo 99/33805 PCT/JP98/06002 

^-yx^-i- 2 0. 7 g 

3f:U \£—)]^\^u U K> 2. 3 g 

Xt^T 'j >i^-7i>"T-->'>A 3 g 

-7 ^ jim-^ji^ o - X -eMS tmrnm t u l /co 

(d) m^l (1 0 Omg) 

-fk^tlM 1 0 0 g 

ILIi 1 8 1 . 5 g 

^ PX;^;Up^ h 'j A 12g 

(S^W/V^-X h) 3. 5g 

Xx7 'J ^ A 3 g 

±m(Df^^^nML. nmi^Ji^ a O OmgO|g^iJ{cfTi£L/-Co 

(e) mmm (O. Img/ml) 

{b^tlM 0. 1%W/Y 

<0 /oW.-^ h U 2 . 3 %W/ V 



•7^ DrJ-;i/4 0 0 3.5 % 

(f ) £fel^^J (1. Omg/m 1) 

'fb^tlM 1. 0%W/V 

9 1 
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3. 6%W/V 
1 5 % W/V 

ifi*inx.T 1 0 0 %tir6o 
1 m 1 -f-D'AMmr yz^Jliz^ALX&m 



mmm 

Mli^^llx^i^ h^U (NMR) ^£^i;^-;l/JNM-EX 2 7 0 (JEOLJN 
M-EX 2 7 0) FT-NMR (B*«^ (1*) M) ^ fc(ii^i^;bJ NM- L 
A 3 0 0 (JE0LJNM-LA 3 0 0 ) FT-NMR (x-^(c>i<^g^. B 

(ft) m) m^mmmm^i^x^^ chrms) {iv^x:t;ujM 

S-GCMATE (J EOL JMS-GCMATE) (H*«? (^) $!^) 

M^m^^xj-^h^'^^y^- (HPLc) a. s^mhc-i OA ( (^) M-j^n 

^mmi 1- [1- ((E) - 4 -^nnx5^U/i/x;i/:i-.^;l/) t'^Uv^v- 
4-^;U] - 4- (4 - t: 'J e^^v'XZ)^^ 

<Xg 1 > 4 - [ 1 - ( (E) - 4 - ^ o DXf- U jlT^Jlyyt^-Jl} ] ti^'j K 

4 - y K y-ym^iMM^k ( 0 . 5 g) ©tti^'ft^ u > (5 O m l ) 



wo 99/33805 PCT/JP98/06002 

■}^mc h i5^;I/T ^ > ( 0 . 7 ml) ^^l/^M. (WO 9 6 / 1 0 0 2 2 ) IS 

mcD^jmi^^ji^iomM^ntz (e) -4-^oDXf-'j>'ux;i'^.^;i'^PU k 
(1. 1 g) (Dm7i<.^iu^i^y (1 omi) mm^&mA.. TJiy=f>w^mn.r^ 

» -r-iiML. ^mit^m (5 0 omg) ^mzo 

NMRX^^ h;^(*DMS0-d6) <5 ppm:7. 83~7. 77 (2 
H, m) , 7. 5 5 - 7. 3 8 ( 4 H. m) , 3. 49 (4H. t, J 6 
Hz) , 2. 4 7 (4H, t, J = 6Hz) 
<X@2>1- [1- ((E) - 4 PDX5^U;l/xy^^^^;^) t°^'Ji^> 

_4_^;p] - 4- (4-t:'jy';b) t°^5 ^C-^J?^ 
X^l tr#bn/db^% (4 9 Omg) *Jc}:?>'^i^ (#l^¥6 - 1 9 2 2 2 5 
-t) lS«cD:;5"^S{Ccti9fflit$tl/-cl - (4 - t: 'J i?;P) ii^vi^y (2 5 4 
mg) ®M7X^^l:^^U> (1 2ml) Wm^Wm (0. 18ml) ^Sn^. 7 

K^^ K (6 6 Omg) ^m:t. MST— ^^L/io ^MoK^Snx.. 1 

i^m ; ii^b^ ^ > : y ^ y ->'^= 9 5 : 5 ~ 9 O : l o ) "effli^ L. M'fL-^ 
(2 9 Omg) ^mtzo 

9 3 
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HRMS : C22H27C 1 N., O2 S (iM" ) it^iit 4 4 6.1 5 4 3 »J 
iS4 4 6. 1 5 5 5 



MikM2 1- [1- ((E) - 4 - ^ □ oxf- 'J t°^'J-^>- 
i-'ijv/ - 4 - ( 4 - 1° 'J k°^5 y(D^f^ 
<xiii>i - L (E) - 4 oDXf■';;l/x;^/t^-;^) ] t°^'jv^y-4 

[v^i'-^yw^ryp^-r^ v/^;l/y ^ X h U- (J. Med. Chem. ) 

ma 4#. 1 0 7 3Ms 1 9 9 1^] timcOl5m:L^^mM^tlfzt:^V 'Jy- 
4-^ JU/ ^ J-Jl (0. 5 g) ©MyRJ^-fty f- U > (1 0ml) h U i 
f-;i/7^>(0. 8 8ml). (E) - 4 - p p xf- U ;^x;^^^:=->'^^> o U K 

(1. 0 3 g) ^Jnx.. 7;b=3->|?ffl^TMy^T-4BtPBl»L/co RM{::7K^ 

ij^A^u-^h^'vy^- (^ttij^g^ ; i^'fb^ : y ^y-;u=9 9 : 1~ 

9 7:3) -vrnmu mm^t^m (i s omg) ^mzo 

NMRT;^^ h;l/ (*DMS0-d6 ) 5 ppm:7. 8 0 (2H, d, J 

= 9Hz), 7. 52 (2H, d. J = 9Hz), 7. 38 ( 1 H, d, J=l 

6Hz), 7. 33 (IH, d, J = 16Hz), 4. 54 (1 H. t, J = 5 

Hz), 3. 63~3. 50 (2H, m) , 3. 28 — 3. 21 (2H, m) , 
2. 70~2. 56(2H, m), 1. 80-1. 35(3H, m), 1. 23 
~1. 0 7 (2H, m) 



9 4 
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<X|i2>l- [1- ((E) - 4 P oX5^ 'j \i^^)~yy 
-4-4Jlji ^yU] - 4 - ( 4 - h° 'J i^yl/) V 

^^Hf" D U K ( 0 . 0 5 m 1) ©M7Kig^b^ 5^U>(1. 33ml)?§ 
?S^T;l/d' >5|H^T- 7 8°C[C?^4PL. CCM. m7\<. / ^ Jl X JU ^ iy 
K (0. 0 9m 1) (DM7X^^l:>5^l>> (1. 3 3 m 1) ^fg^ 2 0 55-Fb1«T 
Lfco Umi-cmi^tlfzit^m (l S Omg) ©i^TK^^'fb^ 5" U > 

( 1 . 3 3ml) ^fg^ 2 0 ^m-ri'mTLfzo - 6 5 ~- 6 0 "c-?? 1 mfsm 

WW:. - 7 8 "CtX'H^m U h U il^yPT i > ( 0 . 2 5ml) ^^JPX./-Co SfC 

/Co m tlfca?S^M7Kiaih^ ^ U > ( 2 . 0ml) -ti-. 1 - ( 4 - t° 

'J >>;^) t°^^-;'> (4 2mg) s J^l^Tg^^ (0. 0 2ml) ^llU^fZo Z,CD 
m^m^TJVa^ v^ffl^T^MT 3 0 ^f^mWLtz'^. ^hU-^Ahyr-irh^ 
v/^i^-p^N^ K^-r K (0. 1 0 g) ^Jdx.. MMT— ^^Mi^LZ-Co S«{C7K^ 
Ull^7]<M^k:^ h 'i' A7K?§?^T?p H 9 icpSL/cllis i^jb^^b^ 
{CTttaiL/co igjt^ 5^^>^^7j<*>J:a'ISfn:tJ^7K-e^^. te7KM^ h 
U AT?^;^a, MjET?^?^^^* L/Co ■> U :^ ^Vb;^ 5 A ^ n -7 h ^^'^ 

■7 ^ - (^tfi^li ; :^>fl:pf : / ^ J ~JV= 9 5:5) 7?fS^ L. ^Mit^ 

^ (6 Omg) ^ntzo 

1 - [ (E) - 4 - ^ a n U JlXJlt^—J\y] - 4 - [ 1 - (4 - 

<X?i 1 > 4 - [ 1 - ( 4 - b° 'J S^;!/) U >] 7!7;U/<yl/f-' t K©^^ 

9 5 
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4- + 1f" 'J P U K ( 1 . 7 7ml) (D^iKi^it/ U > ( 8 5 m 1 ) ^§ 

( 3 . 2 5ml) CDttJ^'fh,^ L/ > (8 5ml) 2 0 ^m-TsmTLfZo 

(EP 0 3 5 9 3 8 9 ) M®;^yi{c=fc «9 tl/c 1 - ( 4 - t° 

'j i^/l/) ti^'J 4 --r^b^ ^ y ( 3 . 0 g) ©ISTK^'fby 

(4 8ml) ^^Zfmyki^y ^Jl^XJUt^^ i/ K ( 4 8 m 1 ) 2 0 ^^FhIT 

MT L/Co - 6 5 ~- 6 0 °CT= 1 mfSm.WW:. - 7 8 ''Ct T'i^iP Ls h U J^f-;b 
T ^ > (8. 3 1ml) ^iB^iZo RJcC^^^i^tT-^jSLs tK^^^^s ^^fk^ 

CDC 1 3 i^mmt. NMR^Mmt^tmiht^i^TJVf'h h'o-fu \^>-fy<mm 

Tg^o L;O^L. CD v^-^^l/M^LTlKo 

E I MS : 1 9 0 (M^ ) 

NMRX^^ h;l/(*CDCl3) 5 ppm:9. 56 (IH, s), 8. 

16~7. 99 (2H, m). 6. 82~6. 6 9 (2H, m), 3. 83~3 
. 71 (2H, m), 3. 02~2. 90 (2H, m), 2. 61~2. 45 ( 

IH, m), 1. 90~1. 78(2H, m), 1. 52-1. 36 (2 H. m 
) 

<xm2>i-t-yh^iyijjv^^-jv-A - [1- (4 -fu >?;i/) e^'j 

9 5 
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X@ 1 ■X:mi>titz±f^^^m7mit^ f- P > (65ml) icM^if. 1 - t 
-•:/h^iyijJ\y^^-Jl}d^^i^y (3. 1 9 g) . <^<:t/>T'S^^ ( l . 5 5ml) 

A h U 7-lr h^i^.-tt-p/N^ K^^ K (6. 6 1 g) ^JQ^. m/^T— ^Jt^ 
Lfzo Rf6?^(^7R^t]^. 1 ^^7j<K>fl:f- h U '^7A7K^fgi? p h 9 (cpSL 

rmmt. ^mit^m (o. 5 9 g) ^ntzo 

HRMS : C2oH32N4 Os (MM tM|Ctt3 6 0. 2 5 2 5 ^BlUS 6 
0. 2 5 4 5 

NMRX^^ (>f<CDC 1 3 ) 5 ppm:8. 2 6 - 8. 2 0 ( 2 H, 
m), 6. 68-6. 62 (2 H, m), 3. 92-3. 82 (2 H, m), 3 
. 46-3. 37 (4 H, m), 2. 90-2. 77 (2 H, m). 2. 40- 
2. 31 (4H, m) , 2. 20 ( 2 H, d, J = 7Hz), 1. 90-1. 6 
8 (3H, m), 1. 4 6 (9 H, s), 1. 3 0-1. 18 (2H, m) 
<X|I3>1- [1- (4-t:U>';b) t°^U 4 fcf^^ 

Xa2T-|f ^n/db-^tl (3. 2 1 g) iZT-y-JV (2. 2 3ml) *JJ;C>' 
7K7K^^T h U n@^^ (17. 2ml) ^m^. T;U=i">|?Bl^T^iia-e- 

^a^L/co (2 0 0 ml) ^ua^mKmnLfzo 

±yt^x75;>x-->3 MtCi-^yl/ (2 0 0 ml) ^j]U:tX. C 

9 7 
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(Dmi'f^miQ&Lfzo Micx-x;i/ ( 2 0 0 ml) ^i]u^. -tm^mitL 

fz'i^s mMLX^m^t^m (3. 2 4 g) ^mtzo 

HRMS : C15H24N4 (M^ ) it^ji2 6 0. 2 0 0 1 »JfB2 6 0. 2 
0 0 3 

NMRX^^ h;U(*DMS0-d6) 5 ppm:8. 30~8. 18 (2 
H, m) , 7. 2 5~7. 1 7 (2H, m) , 4. 2 9~4. 1 8 (2H, m) 
, 4. 00~3. 35(4H, m), 3. 35~3. 09(6H, m), 2. 5 
0-2. 40(2H, m), 2. 12-1. 98(1H, m), 1. 93-1. 
8 2 (2H. m) , 1. 2 3 - 1. 0 6 ( 2 H. m) 

<XS4>1- [ (E) - A -'^7 nux^^} Jl/XJl/ts—Jll - 4- [1- (4 
- t" 'J v'yl/) I: ^ U > - 4 - ^ JV^ t°^^ 

Xli 3 ■Vmihtltzit'^'^ (4 7 rag) ©M7K±^jhy 5^ U > ( 1 . 0 m 1) M 
m^hV^^JVT i > (0. 0 9 1ml) *5ci:0' (E) - 4 - ^ n nXf^ V 
;^4-^-;^^o 'J K (1 5. 6mg) 7Ji^dy^mnTm^^-V-^m.WL 

^nv h^'^:7^- (i^tb^^ffi ; ^it/=^U> : ^i5ry_;u=g 5:5-90: 

1 0) xmrnt. ^mit^<^ d smg) ^-^tzo 

HRMS : C23H29C 1 N4 O2 S (M^ ) If^iii 4 6 0. 1 6 9 9 MMM 
4 6 0. 1 7 0 9 

9 8 



wo 99/33805 PCT/JP98/06002 

4 > ch |5l;^©;^^-e^^ L/Co 



|ISfe^j2 2 4 - (5 -T^y:'-7iS7L/>-2--r>'UX;l/;it^;U) -1 - [1 - 

^mm2 iTi-nh^titzit^!^ (5 omg) ^ims±iL^ (2mi) izmmt. 

= 90:10) -cnmU ^S-fb^tl (2 6mg) <&lf7to 

^W]2 3 4 - [(E) - 4 -i^'POXI^yyl'Xyl/jf^-;!/] - l- [l- (4 
-t:U':^;l/) h°^'J v?^- 4 -'I'yl/^ 5=-;^] t°^^ 2 

<xmi > 4 - [N- (2 - (t ~7" ^^■>7^;^>K-;^7 ^ y) J^f-;P) 7 ^ 
y / - 1 - ( 4 - 1: y v^;^) t'^ >; vm®^^ 

1- (4 -b: 'J >^;i/) t°^'j 4 --r;by ^y-;b (3. og)>&ffli>^ 

»|3<XfIl >®;5'/i{::cJ:^l#bn/-cffl^^tf^M7K±^^by (1 3 

ml) {CilM^-ti-. N- t -7' h + '>757/l'^:-;b- 1 , 2-J^^Uyi>T iy ( 
0. 5 4 g) . (0. 3 1ml) ^llQ^fZo C©?l^^^T;l^3->g? 

(1. 3 3 g) ^ijaA.. MUn—^m^Lfzo S^t^^^{C7K^j]ox.. iBMykmt 

g 9 



wo 99/33805 PCT/JP98^002 

U> : /^J-;V=9 9:1) H-mmt. ^mit^m (0. 6 2 g) ^Iffio 
NMRX^^ h^b(CDCl3) <5 ppm:8. 22-8. 14 (2H, m 
), 6. 73~6. 64 (2H, m), 4. 93~4. 78 (IH, br), 4 
. 20~3. 92(2H. m), 3. 29-3. 12(2H, m), 3. 12~ 
2. 98 (2H, m) , 2. 73 (2H, t, J = 6Hz), 2. 54 (2H, 
d, J = 7Hz), 2. 03 (6H, s) . 1 . 9 9 - 1. 7 2 ( 3 H, m) , 
1. 45 (9 H, s), 1. 33-1. 15(2H. m) 
<Xm2>A- [N--/D^T-b^;l/-N- [2- Ct h^i^tuVyii-JV 
7iJ) :x-^Jl] 7 ^ y ^ ^Jll - 1 - ( 4 - t° U U 

Xfl 1 ■l:n^tlfzit^m ( 0 . 6 g) ©iiTk^^k^ ^ P > (5ml) ^^{C h 
ij:nf-;bT^ > (0. 2 8ml) ?^l^T-7X7X?%T7'"p^T-fe5^;l/^ u ') 

K (0. 3 1 g) ©MTK^^hyf-U'^ (5ml) ^^^?®TLv TJVzSy'^mn. 

it^^i^y : / ^ y -ji= 9 9:1) -^-mm L. mmit'k'^ ( 0 . q 1 g) 

fZo 

NMRX<^ h>'l/(*CDCl3) S ppm:8. 26 — 8. 15 (2H, 

1 0 0 



wo 99/33805 PCT/JP98/06002 

m). 6. 75~6. 65 (2H. m), 4. 95~4. 73 (IH. m), 4 
. 18-3. 84(4H, m), 3. 56~3. 45(2H, m), 3. 37~ 
3. 21 (4H, m), 3. 13~2. 99(2H, m), 2. 25-2. 10 

(IH, m), 2. 0 4 (6 H, s), 1. 9 2~1. 77 (2H, m), 1. 
4 4 (9H. s) , 1. 3 9~1. 19 ( 2 H. m) 
<XfI3>4- [N- (2-T^y:3^^;U) -N-7"Pt7-fe5^;W7 ^ y y f- 
JVI - 1 - ( 4 - b° y i^yl/) t; i> > h U 7 JVirx2WWM(D^l& 
JM2-T^ny^tlfz\t^m (0. 5 4 g) {CT-V-;l/ (0. 2 9 g) *JJ;?>'^ 
7l<?^T h U 7 71/:^ P i^M ( 2 . 3 ml) ^liW^. 7 >3lSimT^^aT- 1 . 5 

mam^Lfzo m.]tmz.:^-y-jv (5 omi) ^m^mL<.mwLfzo ^mm. 

±M^x:^>x-v^3 (5 0ml) ^1M^X. C® 

^fp<&^^)iIL/Co MiciJ:--^;^ (5 0ml) ^1]^^^ +^|ffl|&^b Lfd^s ife 
i§LT*ffi^b^2^ (0. 5 8 g) ^nfZo 

NMRX^^ h;U(>KDMS0-cl6) 6 ppm:8. 26~8. 16 (2 
H, m), 7. 23-7. 13 (2H, m), 4. 55-4. 35 (2H, m) 
, 4. 34~4. 18(2H, m). 3. 60-3. 45 (2 H. m), 3. 2 
9-2. 8 7 (6H. m), 2. 15-1. 9 6 ( 1 H, m) , 1. 78-1. 

6 3 (2H, m) , 1. 3 2 - 1. 0 4 ( 2 H, m) 

<xfS4>i- [1- (4 - try i?;i/) t°^'j v'y- 4 --ryppff-^n e^^^ 

'jy- 2 -tyo:>^^ 
Xg31?#btl/db'^^ (0. 4 6 g) ©MtKv?^ ^;l'5^;UA7 ^ K (2 Om 
1 ) mmzyYjY:t%-^ V U ^f->'U7 5 > ( l . 4 3 m 1 ) <&Jp;i. IhI^^T 1 ^Pb^$ 

1 0 1 



wo 99/33805 PCT/JP98/06(»2 

HRMS : C.5H22N4 0 (M' ) 7 4. 1 7 9 3 ^M6 2 7 4. 

17 6 7 

NMRX^i^ hv'l'C^CDCls) 6 ppm:8. 24~8. 20 (2H, 
m), 6. 67~6. 63(2H, m), 3. 96~3. 86(2H, m), 3 
. 55 (2H, s), 3. 40-3. 26 (4 H, m), 3. 14~3. 06 ( 
2H, m), 2. 92-2. 81 (2H, m), 2. 10-1. 94 (IH, m 
), 1. 90-1. 72 (2 H, m), 1. 42-1. 24 (2 H, m) 

<I@5 > 4 - [(E) - 4-^ua7.^VJ\yX;Vt^-JV] - 1 - [1 - (4 

xm 4 TrUibtitzu^mm^myk^it/ ^ > ( 3 4 m i ) ^mm l> h u ^ 

i-j]/7 ^ > (0. 7 2ml) '{k^^r- (E) - 4 - jJ' p px^ y p 

U K ( 2 4 5 mg) (Dm7miU^]^> (5ml) ^?S^tin;i. 7JV^'>3mH 

Tm&r-^^ntfzo SiC^gJCTk^iin^. i^^7Km>fl::M-';'^A7K^?^ 

^•>'J:^'^r;U;^vA^>P^ (^Bi^lK ; f-UV : / ^ J -JV 

= 9 9:1 - 9 5:5 ) TfflSliL. Sll^k^t) (1 3 Omg) ^mtzo 
HRMS : CzsHstC 1 N4 O3 S (M* ) tf^ji4 7 4. 1 4 9 2 ^SiM 
4 7 4. 1 5 0 3 

1 0 2 



wo 99/33805 



PCT/JP98/06002 



mmm2 4 4- (Q-yu^'^-7^l'y-2--fjU^jV7is-jl) -1- [1- 
(4 - t°y v^^b) i^y- A-^fjU/^jU] \i^^ i^>-2-:t>(D^^ 

^WJ2 3 <Xfi5 > tmU(Dyjm^\ e -7"■^^:^7^ b> - 2 -^JlXJl 
n 1; K (2 2. 3mg) ^m^^^f^^iJ^K ^S'fb^tl (1 2mg) ^ 

HRMS : C25H27BrN4 Os S (M' ) It^iilS 4 2. 0 9 8 7 ^MM 
5 4 2. 1 0 2 2 

^»J2 5 4 - (6 - ^nn^7:J' U>- 2 --T - 1 - [1 - 
( 4 - t: U h"^ U >- 4 - ^ JV/ h°^5 > - 2 - ;f 

^.^;l.^n>; K (9 4. 8mg) im^'^0.^n^\ ^M^t^m (7 3mg) ^ 



^»J 2 6 4 - (^■7^P>- 2 - i- [i- (4-h°>; 
t°^'j v'^- 4 --r;L/^ t°^-5 i^^- 2 -^>©^^ 
^WJ2 3 <Xli5 >(i:|n|;B|(7)^jS-tr. ^"7^ U>- 2 -^-yl/xyb^t-yb^ d 
U K (2 9mg) ^ffll^^^^m\ ^M'fb^tl (5mg) ^?^/Co 

^WJ2 7 4 - (6 5^;l/:^7^ by- 2 --r;i/x;i/^>^;b) - i- [i- 
(4 -h°'J i^;!/) h'^'J 4 --fyU^^yU] ^^^5 >- 2 



1 0 3 



wo 99/33805 PCT/JP98/06002 

MMm2 3 <Xli5 > tmU(D^ii'^\ 6 -/^J\yiry^ U> - 2 
;^j^;l.^n'; K (4 Img) <.>-^^^lf ^jg-ft^i^ (1 4mg) ^ 

2 8 4 - (6-v7y^7^b>-2 - - i - [i - 

(4 -t: u t°^'; 4 --r;i/> 2 

^Wj2 3 <xii5 >c!:islti©;^;^£T\ Q -'yT y i-y ^ uy- 2 — r;i/x;b 
^>z^7l/^nU K (4 Smg) =^m^'^^'S:n^K ^ilik^^J (1 Img) ^ 

||»J2 9 4 - Ce-t¥'t3^iy±y^U>-2-^JU7.Jlt^—Jl^) -1- [ 

1- (4 - t'l; t°^'J v^y- 4 t°^5 2 -^xd^ 

x;^;^-^^;^^D U K (2 Omg) ^mit^^ (7. 4mg) 

IIWJ3 0 4 - ii -yjv:tui-y ^ uy- 2 Jixjit^—ji:) - 1 - [i 
- (4-t°yv^;p) 'Jy- A-^ jv/^jv} \i^^'jy-2-^y(D^]^ 

jV7i-s-J\y^a^) K (2 0. Smg) SM-ft^tl (6mg) ^ 

I 0 4 



wo 99/33805 PCT/JP98/06002 

i/ij 1 - [ 1 - ( 4 - e u >; >^ >- 4 - -i' ^/u] 

<XfI l>l-^>i;^;i/-4 - (6-^PP-:^7^5'b>-2--l' 

:SCi^ [v>-fevX(Synthesis). 318 1991^] letfe©;^ 

(3. 7 g) (Di^'fk^f-l/y (7 Om 1 ) h U J^g^;l/T i > ( 6 . 2 m 

1 ) ^ija;t. 7K?^Tn 6-^nn±73^L/>-2 - ^ ;1/ X ;i/ d-^ ^ ;l/ ^ p U K 
( 4 . 3 g ) ©i^'ft^ ^ U > (40ml) ^?g^MT L/co ^UizX-^mW L 

i^VijYJl^tjyJ^^u-^ h^'^y ^- (^fcB^^ ; ^^-^y : g^^a:.^;I/= 9 0 
: 1 0- 8 0 : 2 0 ) Ti|tML. ^Mit^m (6. 4 g) ^^ffco 
NMRX^^ hyb(*CDCl3)o ppm:8. 29 (IH. s), 7. 9 

4 — 7. 87 (3H, m), 7. 78~7. 73 (IH, m), 7. 61-7. 

5 5 ( 1 H, m) , 7 . 3 3-7. 18 ( 5 H. m) , 4 . 27-4. 11 (2 
H, m) , 3. 88 (IH, d, J=13Hz), 3. 61 ( 1 H, d, J=l 
3Hz), 3. 5 7 -3. 4 7 ( 1 H, m) , 3. 4 2 -3. 3 6 (IH, m) 

, 3. 26-3. 08 (3 H, m). 2. 98-2. 88 (1 H, m), 2. 5 
2-2. 43 (IH. m). 1. 30 (3H, t, J = 7Hz) 

1 0 5 



wo 99/33805 PCT/JF98/06002 

<X|i2>4- (6 -^ap^7^ U>- 2 --f - 2- h 

Xgl-el4btl/dt^#J (6. 4 g) (Di^^ uaJL^ y (7 0ml) 
^ o amm. 1 - ^ n OJL^;l/ ( 3 . 7ml) ^IJD^. 2 4 B#ra1Saii^» L/clt. 
MJETIftIi L. ^^{c^ ^ y ( 6 0 m 1) <^j!jn^. 2 ^Ps^to.^:!^ L/co S 

Ol^^S ; ^^^y : 6 7:3 3 ~M^5^;l^ : h U i5";UT ^ > = 

9 9. 9:0. 1) -^-m^U mmit^m (4. 1 g) ^ntzo 
NMRX^^ h;U(CDCl3)5 ppm:8. 32 (IH, s), 7. 96 
~ 7 . 8 8 ( 3 H, m) , 7 . 8 0-7. 75 (1 H, m) . 7 . 58 ( 1 H, 
dd, J = 2, 9Hz), 4. 25-4. 15 (2H, m) , 3. 79~3. 7 
2 (IH, m) , 3. 58 (1 H, d d, J = 3, 9Hz), 3. 47-3. 3 
9(1H, m), 3. 16~3. 06(IH, m), 2. 96-2. 63 (3H 
, m) , 1. 3 2- 1. 2 5 (3 H, m) 

<X|I3>4- (6 - :y uu±y :^\^y- 2-4 JVXJV7i^—Jl) -2-Jih^ 
iyt>JVm—J\y- 1 - [1- ( 4 - \z ') 'J jV) y- A J\y 

1 - (4 - t°u 'yjiy) t°^u -yy- A -4 jvy ^ y-ju (2. 0 g) ^m^'M 

mm s< Jim I >(D:ij-mizj:(om^tifzm.^j$.^^m7kmt^^uy (2 0 

ml) lC}i?^$-tt. Xm2r-m^tlfzit't<^ (2. 0 g) ©MTkig^h^^^ 



1 0 6 



wo 99/33805 PCT/JP98«>6002 

U> (3 0 m 1 ) m^^. W ( 1 . 0ml) ^m^tzo Kmm^TJl=i' 

^ F (2. 2 g) ^j3a;i. SiaT— ^»L/Co KJtm^vKl:^-^^: 1 *1^7K^ 

M'^'^^Lfzo y'}t! ffix^ti 7A^D-7h^-^7^ - (igtbM ; t^^t^ 

^\yy : ^ 9 8 : 2-9 0:1 0) TffiML^ ^Slb-^tl (2. 6 g 

) ^mzo 

||»J3 2 4 - (6 -i:7DD:?-7^ 2 --f yl/X^l/^f.^yl/) -2-tKcJ 

+ ->^f-;i/-l- [1- (4-t°'j>'7U) t°^'J i^>- 4 t°^5 

ll»J 3 1 <X^ 3 >l:n^tLfzit^m ( 9 m g) ®±^>fb^ ^ U > (3ml) 
mm=^- 7 8 °C{C?^£P iZ7l<,miti^^ V 7"^;U7;P 5 -'^ a ( 1 . 5 M h 

jujzy-i^m (2 4^1) ^mytfzo sjs?s^^M^tr#zaL. mu^itry 
5) ummu &mit^<i^ omg) ^ntzo 

^Sfe^J3 3 2 -tuVTT^^y- 'i - iQ-'^uui-y^Uy-2-^JVXJVyi-.- 
J\^) -1- [1- (4-t°Ui^;i/) t°^U 4 --f \z^'y'Jy(D 

1 0 7 



wo 99/33805 PCT/JP98/06002 

^m^S 1 <Xg3 y-eU^htlfzit-^m (2 4 Omg) (D / ^ y-Jl (4 
m 1 ) mmi^. 2 ^^7K^^b-^ A7K?t?S ( 0 . 8 6ml) ^1]Q^. 4 0 °C 

^mit^m (2 1 9mg) ^mtzo 



4 4 - (6-^PPi-7^7u>-2 --r;ux;i/^h— - 2 - [ (2 
-jc }>^i/:j?7yI/7K— T-t?f-7t/] -1- [1- (4 - t°'J e^Uv'y- 

*Sfel?iJ 3 3 Tlf ^>tlfc'fl:^^ (5 Omg) (DMiki^ / ^ Jl^t^Ji^^T i K 
( 0 . 5ml) 'J/ i-jUT ^ y b: > (Iteli*) . m^-^'tl J^yf^-Jl^ 

'J^iyV'-Ji^ (1 7mg) ^IJQ^. ^m^X2mmm^LfZo ^C-^. •TP> 
^y V^A (4 Omg) . i^^bv^'^s v^j; A (2 7mg) . h 'J J^f-7U7 

^> (3 3/z 1) ^M7]<7-tr h-hU;l/ (0. 5ml) "f-T? 2 ^reW^Lfc^^ 

^m^. mm^^r 2 Btfei. 4 0 ~ e 0 "cjct 3 mmm^ttzo Rjt-^mi^. 1 

l^^^pH2{c:^i:^^-^;Ein;t 1 Q^mt^L. ^®l»fPfiW7KTr4'^n i^M-x 
^^i/T^attlLfCo B^l^Jif->'^®<^7K. mu-ki^yk-^^^^U MTRSftK^ h U A 
MiETI^^^giL. SSik^i^ (4 Omg) ^l#/co 

^ifei?lJ3 5 2 -Ti y tiJVTii—JV- i - (6-i>na:h-7^ly>-2-'f;UX 



1 0 8 



wo 99/33805 PCT/JP98/06002 

;u.t>-;i/) - 1 - [ 1 - ( 4 - t° y i^yu) U V > - 4 - -r t°^^ 

(0. 5ml) v^y ^;UT i y t°U (M^*) ^ 

i^-r ^^'v'-;b (1 7mg) ^Jn;t. ^?a(cT l ^rBlS^^L/co SjCEfS^2 8% 
T >-t^T7K (1ml) ct^'xilD^. m^afCT 2 BtraW^LZ-Co SJS^^^ra^f- 

;S^s MffT^li*g*L/Co ^^^i-7^>'l/-e*g^'f[:L. mm^t^m (2 1m 

g) ^#/-Cc 



^»i 3 6 4 - (6 -^>DO:h7^Ix>- 2 -'fyUXyU.-^-^l/) - 2- [N- 

(i^;i/^:tif-;i/) 7 ^ y - l- [i- ( 4 - t° 'j i?;i/) t°^U 

«fi]3 3T=^#bnfdh^^i^ (1 0 Omg) ©teTRv'^ ^7^;i-^7l/AT ^ K (2 
ml)?§?S{C, 1- (3 ->^y f-;W7 ^ y 7°P hVW) - 3 - j:.5^7U^ ^ 
K±^^^ (7 3mg) > 2^1.^-ei -h Fo^-v'OVh >;tV-71/ (3 Img) 
^IJDA-fZo ^C-v, i5^7bf-:t:Lf-;b7 ^ (9 9mg) =^j]UK.s MM.!,^ 

; ^^t^ U > : p< ^ y -JV= 9 5 : 5 ~ 9 O : l O ) TffiM L. ^Mit 
(3 4mg) <&^i/Co 

1 0 g 



wo 99/33805 PCT/JP98/06002 

^5fef?iJ3 7 2 -7-t?^;u-4- (6 u>- 2 --r>^x;^^^ 
— ;u) -1- [1- (4-t°'Ji^;u) t°^U 4 --r^u^ f-yu] t:^^-:^> 

nwj 3 4 T?it>n/di:^tj ( 3 5 m g) 0 1 ia^±^^ (1ml) mm.^ 6 0 

MjET^ii^@5feL. ^M'fh-^tl (3 Img) ^f#/::o 

^JfefiJ3 8 4 - ( 6 PP^7:^ L/>- 2 - 2- (N, 
N-v'y f-yi/T $ y ^^^b^'^yu) -1- [1- (4 - t°'J •i^yi') b:^U-:>>-4 

mmms 5tmm(^ijm'^\ mmm sTritbti/db^ti (5 omg) ^ctr/ 
5 0 %i^/^ji7 ^ >7i^mm=^m^^^ji^^n^\ ^mt^m (2img) 

^Ife^j 3 9 4 - ( 6 0 0:^7:57 2 --fyUXyU^fx-;!/) 

i/7:7;i/:rK^;!y- 1 - [1- (4-t°u>';u) t°^ij 4 --r;i/^ 

<JM 1 > 4 - [ 1 - ( 4 - e U 'JjV) if^ V 'J >] t K©^^ 

^ + y P 'j K ( 0 . 4 3ml) ©MyXt^'fb^ 9^ u > ( 2 O m 1 ) /g 

( 0 . 7 8ml) (DW]0k\t?^ i-iyy (20ml) 1 Bt^B1T•^^ST Lfco 

1 1 0 



wo 99/33805 PCT/JP98/06002 

^'-^\ (E P 0 3 5 9 3 8 9 A) J; D ffl^.^tl/c 1 - ( 4 - t° 

U -^yU) b°^'J 4 --r^Uy ^y-^U (0. l 2 g) <Dm7Ki^it/ 

y (1 1 m 1 ) ^'ctCf^'te^^y K (1 1ml) 0/^?^^ 1 Btfa^-e 

itT L/Co - 6 5 6 0 °C-^ 1 B#PBW4i^ts - 7 8 °C^T:7^SP L. h U 
7 $ > ( 2 . 0 ml) ^in;i/-Co RJCf^^MS^-e^^aL. yK^jfjox.. m^ft^ ^ 

^T^-StDT-s Mt-^*^^d:L{c<:^©RJ^^(cffil^§c:<h75<Mt Ll^o mu. 

E I MS : 1 9 0 (M- ) 

NMRX^^ hyl'C'fcCDCls) 8 ppm:9. 56 (IH, s), 8. 

1 6~7. 9 9 (2H, m) , 6. 8 2 -6. 6 9 (2 H, m) , 3. 8 3-3 
. 71 (2H, m) , 3. 0 2-2. 9 0 (2 H, m) , 2. 61-2. 45 ( 

1 H, m) , 1. 9 0 — 1. 7 8 (2 H, m) , 1. 5 2 - 1. 3 6 (2 H, m 
) 

<I^2>4 - [N- [2- (t -■7'h + v:^;l/>Jfj=.;l/T^ y) -1- (Ji h 
^'>;^;l/^"^;l/) T ^ y y - 1 - ( 4 - b: U 

1M 1 Tr^f t>ti/c'fb^i^©^7K^>fky ^vy ( i 6ml) ^tij (wo 

9 5 / 1 1 2 2 8 ) lWm-^mz.^^mm.^tliz^- iX_--7' V^yf:i)\^^s-)\^ 

1 1 1 



wo 99/33805 PCT/JP98/06002 

7 ^ y ) T-5->i^;UiXf-;U (0. 7 O g) . i^l^-^W ( O . 3 7ml) 

i/4^-o/N^ K (1. 6 g) ^iD^. mST— :^Jir^L/co S«{::7K^iP 

;^it/i-Uy : / ^J-JU=Q 5 : 5) TfflML. ^M^k^tl (0. 3 6 g) 

NiMRX-^^ h;b(>KCDCl3) (5 ppm:8. 18 (2H. d, J = 8 
Hz), 6. 69 (2H, d, J = 8Hz), 4. 9 5-4. 8 6 ( 1 H, br 
s), 4. 25~4. 15(2H, m), 4. 06-3. 96 (2 H, m), 3 
. 5 0 ~ 3 . 3 8 ( 1 H, m) , 3 . 3 5-3. 1 8 ( 2 H. m) , 3 . 11 — 
2. 98 (2H, m) , 2. 60 ( 1 H, dd, J = 7, 12Hz), 2. 43 
-2. 34 (IH, m), 2. 04 (6H, s), 2. 03-1. 66 (3 H, 
m) , 1. 44 (9H, s) . 1. 30 (3H, t, J = 7Hz), 1. 30- 
1 . 16 (2 H, m) 
<Xa3>4 - [N-7"o^7-fef-;l>-N- [2- (t -7' h^iytiJV7ii—J]y 
TiJ) -1- (i:iL\^^iytlJl^^-Jl) ^^Jly] TiJ/^M - 

1 - ( 4 - 1° u y;i/) >; >^ >it#:0^iJ<: 

Xli 2 r-mihtlfzit^!^ ( 0 . 3 4 g) cDM7X±^^by f- 1^ > (2ml) 
^X?%L. h U i5^;l/T 5 > ( 9 4 // 1) . <:^^,^T. 7'P^T-tr5^;l/^ u U K 
( 5 6 ;a 1) 0«:^'(by 5^ U > (2ml) ^?^^:!3DX.. MiiaiCT 1 mmMW L 

1 1 2 



wo 99/33805 PCT/JP98/06002 

9 9:1 - 9 5:5 ) -eft$!JL. Mib^tl (0. 2 3 g) ^mtZo 
NMRX^^ h^PC^CDCla) 6 ppm:8. 22 (2H, d, J = 8 
Hz), 6. 72 (2H, d, J = 8Hz), 5. 2 0 - 5, 0 0 ( 1 H, m) 
, 4. 26-4. 16(2H, m), 4. 15-3. 95(3H, m), 3. 8 
9 — 3. 73(3H, m), 3. 55 — 3. 23 (3 H, m), 3. 18 — 2. 
9 4 ( 2 H, m) . 2 . 2 0 - 1. 9 2 C 3 H, m) , 2 . 04 ( 6 H, s ) , 
1. 44 (9H. s). 1. 33 — 1. 20 (5 H, m) 
<Ig4>4 - [N- [2-T$y-l- (ih + i/;^;!/^-:-;^) J^^JU] - 
N-y^u^7-t^Jl7 i J / ^Jl] -1- (4-h°Ui^;P) h°^U 

xg3-^^ibtl/d(:^tl (0. 2 1 g) ic2u^mt7m-mm^i-ji (2 0 
m^^g. mmit^^ (0. 1 7 g) ^#/co 

NMRX^^ hJi^ (DMSO-de )<5 ppm:13. 68-13. 47 ( 
1 H, brs). 8. 5 8-8. 3 2 (3 H. brs), 8. 28-8. 15 ( 
2H, m) , 7. 35-7. 15 (2H, m) , 4. 5 9 - 4. 4 2 ( 3 H, m 
). 4. 42-4. 24 (2 H, m), 4. 18-4. 00(2H, m), 3. 
52 — 3. 37 (2 H. m), 3. 37 — 3. 23 (2 H, m), 3. 23 — 3 



1 1 3 



wo 99/33805 PCT/JP98/06002 

. 02 (2H, m) , 2. 17~1. 94 (2H, m) , 1. 9 2 - 1. 7 8 ( 
1 H, m) , 1. 3 8-1. 13 (5 H, m) 

<X.m5 > Q -J^ [^^-yijJUyr^-Jl- 1 - [1- ( 4 - t° U >=;L/) U > 

- 4 --fyu^ [f^y i^y- 2 -tyo:)'^sgL 
xmi-cmh^tifzit^m (o. i e g) cDmyk'Jjt ^juyt^jui^r i K (5 

m 1 ) m'^^yKil^ L. h U i5^yUT i > ( 0 . 4 1ml) ^1]U^. MUi^X 1 
5 0) TMLs NMRX^i> hJVT'-^^mMLfzo 

NMRX'^^ h;b(>KCDCl3) 6 ppm:8. 13 (2H, d, J = 7 
Hz), 6. 97 (2H, d, J = 7Hz), 4. 27 (2H, q, J = 7Hz 
), 4. 23~4. 17 (3H, m), 3. 94 (IH, dd, J = 8, 14 H 
z) , 3. 57 (2H, s) , 3. 43~3. 11 (4H, m) , 2. 66 (1 

H, dd. J-7, 14Hz). 2. 20~2. 03 (IH, m) , 1. 98~ 

I . 8 1 ( 2 H, m) , 1 . 4 4 - 1. 2 4 ( 2 H, m) , 1 . 3 2 ( 3 H, t 
, J = 7 H z) 

<X@6>4 - (6 nn:h-7iS' 2 — { jV:^jV4-^—JV') -Q-^h^ 

yijji^7i(^jv- 1 - [1- (4 - i^;^) \i^V'Jy- 4 --i ji^ 

j:m5-cmh>nfzum(Dit^^(D^^m^m7K^it/^yy (5 mi) iz-m 

ML. h j:-5^;I/7 ^ > (0. 1 m 1 ) . 6 - ^ p ^ !y >- 2 - 



1 1 4 



wo 99/33805 PCT/JP98/06002 

^;UX;l/:|-.^;U^D y K (3 9. Img) ^j]U^. m/^tCT-^^^ Lfco KUt-^ 
yVl/^ hi>'^-7 ^ - (^tb^gffi ; i^it^ ^ U > : y ^ y -;U= 9 9:1 

-90:10) -emmu mmit^m a smg) =$:nfzo 

HRMS : C28H31 C 1 N4 O3 S (M- ) : it^ias 7 0. 1 7 0 3 
M5 7 0. 1 6 8 1 

^iffefi]4 0 6 -757;U5t^>->- 4 - (6 00^7:5^ uy- 2 -1';^x;^;l-^^ 
_i_ [i_ (4 -t:°i; i^yi/) t°^'; 4 --fyUp^f-yi/] e^7>^>- 

2 

^»J3 9 <X|i6 >r-ni>tlfzit^i^ (1 Smg) (0. 5 

m 1 ) mmi:i 2 ^1^7K^>fbi- h V ^ l^TkM^ ( 6 3 /z I) ^to^s 4 0 Vic 

Mit^i^ (9mg) ^m/co 

^»J4 1 4- (6 -i:7 0D-;i-7^ uy- 2 --r>'^x;^^^:=.;^) -6-tFp 

4-:^^ 1 - [1- (4-t°U>';u) e^'j 4 --r^i^y t°^5 

mmm3 9 <xg6 >Tif bti/c'ib^ti (o. 1 5 g) ^y-yu (1 0 



1 1 5 



wo 99/33805 



PCT/JPM/0«)02 



ml) izmML. 7K?^Ty 5"'^? A'1^"P^W F^^ F (0. 6 0 g) ^3Ih1!C53-(^ 

ttiLfc^. m^^mLfzo ®s{C7K^Aax.. mmm7K^im^xT)vti^)\kt 

^"^7 ^ - [C h r oma t o r e xNH^-^' (r^ h b -y ^ XNH^-^') ] 
tb^ii : S^Mi^^;!/) l?mS^L. mmit^^ (6 Omg) ^If/co 



i/^i-jh-i - [1- (4-t°'j>^;u) ti^u v^y- 4 --r^uy ^/u] e^^i^ 

^MM4 1 Tlt^nfc^k^^i^ (4 3 mg) ^±fe^k^ 5^P> (1ml) {cH 
^ Ls ^K/^T^# L^<j:;{>< b 5 0 Ximiti- V')"^ ^^Tkmm ( 0 . 3 ml) 
tzo '/XiZ^yi^Jl' h y J^^^^I/T y^--^ p y F ( 3 mg) . 

SIM (9 1) ^inx.T7mT2BtFHW4^L/co RJS?SJC7K7X^iP^TRjf£;^{$ 

7mmf- hv^ Ax^m^. mE-Tmu^^^Ltzo mm^ i^vij YJiti 

hVyy ^ - (miUmm ; ^it^ ^ P y : y ^ y -Jl= 9 O : l O ) ITlf 

u mmit^!^ (1 6mg) ^ntzo 

HRMS : CarH,, C 1 N4 O4 S (M^ ) st^ffi 5 4 2 . 1 7 5 4 US'] 
te5 4 2. 1 7 3 9 



1 1 6 



wo 99/33805 PCT/JP98/06002 

^Wj 4 3 6 -T-tr h + ->y 4 - ( 6 - ^ o o ^7 ^ U > - 2 - -< 

;U;f.^;U) -1- [1- (4 - i^yp) t*'^ 'J >- 4 - f-^L^] t°^-5 



^»J4 4 4 - [(E) - 4 -i^DCiX5"U;l/XyI/4->-;l/] -6-J^h + ->7^7 
;l/#jr.7l/- 1 - [ 1 - ( 4 - t: U i^yU) t"^ U >- 4 - /U^ 5^/1/] t°^5 

^^^WMtL. (E) -4-^PPX5"U;^xy^^^-y^^>P'J KchS^eUv g 



^»J 4 5 6 -7^;P^"+->- 4 - [(E) - 4 Pox^u^uxyp^.-yi'] 
-1- [1- (4-t°ijy;i/) tr^U v^v- 4 -'fyUp'^/H t°^-^v^>-2- 



^»J4 6 6 -T $ y 7;7;b^1^"-;b- 4 - ( 6 - ^ P D 7 ^ b > - 2 - -f 
;l/;i-s^;l/) - 1 - [ 1 - ( 4 - t° U i^;U) t"'^ U >- 4 - t°^^ 

1 1 7 



wo 99/33805 PCT/JP98^002 

mmu d <j:me >-^-mintzit^m (o. 2 og) ® 2*1^7 >^-t- 

/ -JU (5ml) mmc. 7 y'e-TifX^^^i2^^. ^"^^ 8 0 ~ 9 0 °C 

(.mmmm ; mt^ f- u > : ^ ^ y -yi/= 9 0 : 1 0 ) -^-mm l. 

^tl (0. 1 4 g) ^Wzo 

^mm41 6-7>'l/K;f+v/i;l/-4- (6 UV- 2 

-1- [1- (4-t°yv^yl/) t°^y 4 l^yU] t°^^ 

<Xgl>4 - (6 -iJ' Du:h7r5' 2 --r/Uxyl/^fs— -6-^s;l/^ 
1 - [1- ( 4 - 1° U v'yi/) e^'j v^y- 4 --^yi/y t° 

^+^f U o U F ( 3 3 1 ) ©MTRig^fty f- > (1ml) 

8°C{ci^J|]L. Cc:(cte7X^^^;L/x;L/.t^4--> K (6 0 /z 1) © 

M7icm'fi:^ ^ u > (1 m 1 ) ^fg^?^T Lfco ^/k^^r\ mMm 4 1 -cm^tifzit 

(1 Omg) (DmTk-i^it^'^Uy (1ml) ^?^^MTL/Co dcD'S^tl^ 
- 6 5 6 0 °CTf 2 etfalJir^l^. - 7 8 "C^Tr^^SP L. h V JZ^jiy i > 

(0. 16ml) ^Im^fzo Rit::^^^MtT=#ifaL. iK^^lm^i^it^ ^^i^yK 

tm<}k(OKmzm\^'tzo 

<XfS2 > 6 - 7^1/ K;t^'>^;P- 4 - (6-^DP^7:57U>_2-^;l.X 

1 1 8 



wo 99/33805 PCT/JF98/06002 

jV:t"-Jl') -1- [1- (4-e"Jv';l/) 'Jy- ^ 

X.Ul-Trm^tlfzit^m'^^^ J -Ji^ (iml) icmmt. tVa^i^Jin 
yiMM^ (2. 5mg) . »^hU^A (3mg) ^Jp^/Co R«i3ff^^ 

xi-^ Y ^'^1 y[ - [Chroma t or exNE""" (^D-7hly>yi^ 

;^NH'^'^') ] i:M^m^\m'c:^^yy >^y-;l/=9 7:3) -trML. m 
H-fk^tl (1 . 9mg) ^lifco 



MMMiS 4- (6 -^nD^7^U'>- 2 --r;bx;u^.-=-;W - 6 

y y 7^7>'l/5it"— 1 - [1- (4 -fc: <j e^'J v'y- 4 --fyU^ t° 

^»J3 9 <X@6 >-tr^4^>tl/•c^l:^tJ (0. 2 0 g ) ^ y - ;^ ( 5 

m 1 ) izmm u ymit y ^^i^~7m<^ ( 1 5 m g) ©tk ( i m i ) mm^i]u 
^1 5 ^^rmmmmmLfzo sm^js®^. Bimiz^it^:t-ji (imu . <^ 

H^. ^?4{cte7Kmjty f - U > (5ml) ^IjqA.. tK^^T^^I^^-^ y > ( 1 . 5 m 

1) ^mTLfzo KJtmc7K'^i]Q;t. mty ^yyii-mi^Lfzo i^it/^yym 

Emi^^^^L/Co mm^y^):^^'jVti^A^u-7h^"^y^- CChrom 

1 1 9 



wo 99/33805 PCT/JP98/06002 

a t o r e xNH^'^' (^d-^ h U 7 ^ XNH^^') ] (mihmm : ikit/^ly> 
y ^y-;U=9 9:1) T'^^L. ^ffi^t^^^ (0. 1 3 g) ^Igfco 



|lilfeM 4 9 4 - (6-^nD^7^U>-2 - ;bx;i/^s^;u) - 6 - v^f- 
;l/T i y :^7l/:4^'^yb- 1 - [ 1 - ( 4 - t° >; i^yl/) t"^ U >- 4 - 5^71/ 

^*feM 5 0 4 - (6-^PO:^7^U>-2 - yU) - 6 
vT ^ y 1 - [1- ( 4 - t° 'j >'l/) >- i - ^ Jl/ 

^»J4 0-e#t>ny-c>fl:^^ (1 Omg) \z.mi'f-^-)\^ (O. SmO . ^ 

ay4{cM7Ki^>(b/f-U> (1ml) ^;!JOx.^ 7j<?^TiCTy h + >^T^ >±t 
(3 Omg) *Jj:?>' h \)y-=f-JVT i y ( 5 0 // 1 ) (7)^>fby ( 1 

m 1 ) m-m^mTLfZo SraiclSfafiW7K^Jn;i. i^it^ f - U VT-ffltB L/Co 

: / ^ J-Jl= 9 0:10) TffiML. ^Mit^^ (2. 4 mg) ^ 

1 2 0 



wo 99/33805 PCT/JP98/06002 

^5fefij5 1 4- (6 -^op^7^ U>- 2 - 6- (4- 
h h'a^i/if^^) i^yijjlyTii—Ji:) -1- [1- (4-t°U^;l/) t°^';v>- 
4 t°^^ •:^>- 2 -^>0^^ 

4 8 cD^^^iiciS o T. 4 - t K P 4- -> 'J I ^. mmit^^ 

— yl/) - 1 - [ 1 - ( 4 - t' y -^yu) t:'^ 4 - ^ f-yl/] t"^^ ^ > 

- 2 -;^>®^j?X 

<Xgl>4- (6 DP-:H7^ l^>- 2 — f jVXJlt-^J[y) -%--7^JV 

-ii J [1- (4 - i;';^) h°^';i^>-4 — 

h y 7i^>'b;fsX-7^ > (0. 9 9 g) :fc=t?>'-7i57;l/-r ^ K (0. 5 6 g) © 
M7K±^'fbp^5'U> (3 0ml) 7]^'i%TTV'Jti)\/7iiym'^^^Ji' (4 0 

%h;l/i>^fg) (1. 7 1 m 1 ) <&tiPx./co COjl^^^Hy^T 1 O^it 
^»J4 1 Tlfbtl/cfb^tl (0. 5 0 g) <&ttl^. ^iSJCTS O^^Pam 

1 0) -efflML. SMih^t? (0. 6 1 g) ^ntzo 

NMRX^iJ' h>'U(CDCl3) (5 ppm:8. 42 (IH, s), 8. 2 
4-8. 19 (2H. m), 7. 9 7~7. 8 7 (6H. m). 7. 8 3~7. 



1 2 1 



wo 99/33805 PCT/JP98/06002 

75 (2H, m), 7. 63 — 7. 57 (IH, m), 6. B2-6. 56 (2 

H, m), 4. 33~4. 20 (IH, m), 4. 11 (IH, d, J=17H 
z), 4. 04 — 3. 93 (2H, m), 3. 87 — 3. 68 (4 H, m), 3 
. 43 (IH, d, J = 17Hz), 2. 9 6-2. 6 8 ( 4 H, m) , 2. 0 
8-1. 87(1H, m). 1. 73-1. 57 (2 H. m), 1. 42-1. 
17 (2 H, m) 

<X?i2 > 6 -7 X J ^=t)\^- 4 - (6-^PD:^7^1^y-2 - ^ j\^7.)\^-^^ 
-1- [1- (4-f'Jv^;u) t°^'j >^>- 4 --r;i/^5^;i/ 

X^lT^^i^n/db^i^ (0. 6 1 g) ^^Ji^y-;!/ (1 5ml) icMLs 
m^JCTh Y'y'Jy-imm (5 4 /z 1) ^U^m^-^l OBtM^Lfco 

9 0:10) T■||$aL^ SM'ftl^tl (0. 3 6 g) ^mzo 



MMM^S 4- (6 -^no-:^:7^iy>- 2 --r;i/x;i/4^— ;u) -6-*;l/Jf^ 
'jy^f-;b-i- [1- (4-t°Uv';b) t°^U v^>- 4 --r^i^p^ ^yi/] t°^^ 

<xmi>i - (6 □o:^•7^ b>- 2 --f ;l/x;l/;fx-^;l/) - 6- (4- 
^f■;^^>-tf'yx;^:t^-;^) ^ir^i^ / ^ji- i - [i- (4-t°'j 
v^yu) t°^U i^y- 4 --f ii^'y 'Jy- 2 -^ycD-^f^ 

mmmi i-c'^^ntzit^m (5 omg) ^^it/i-u> cimi) cji 

1 2 2 



wo 99/33805 PCT/JP98^t6002 

m L. ^i-^Tjtr^i LfS^^i h V ^^JU7 i > iO . 3ml). 4-/^JUKy-€ 
yxjlt^-jl^u^) K (2 Omg) ^mi^lmA.. mU-^—^m.^Ltzo RJS?${c 

= 9 5:5) -elt^Ls Sii^h^tl (5 2mg) ^Wz-. 
NMRX^i> h;U(*CDCl3) 5 ppin:8. 34 (IH. s), 8. 
2 5-8. 2 0 ( 2 H, m) , 7. 98-7. 92 (3H. m) , 7. 83 (2 
H, d, J-9Hz), 7. 76 ( 1 H, d d. J = 2, 9Hz), 7. 65~ 
7. 60 (IH, m), 7. 41 (2H. d, J = 9Hz), 6. 62~6. 5 
7 (2H, m), 4. 23-4. 05 (4 H, m), 3. 90-3. 67 (4H 
, m), 3. 31 (IH, d, J=17Hz), 2. 80-2. 62 (4 H, m 
). 2. 48 (3 H. s), 1. 98-1. 84 (1 H, m), 1. 76-1. 
4 5 (2H, m) , 1. 3 6-1. 16 (2H, m) 
<X^2>4 - (6 pa-:h:7^ L/>- 2 --fyuxyu^f.^yu) -e-^;!/^-^ 

uyy^/u-i- [1- (4-fUi^>'U) t°^u 4 --r^i^^ 

f^yU] h:^^ v'^- 2 -:t>'0^^ 
X@ 1 Tl#^>tL/c>fb^% (1 0 Omg) ^^i^V :^i-}\^it-^)\yh.7 X K (2 
m 1 ) \z:mm L. j^®:^ U A (1 0 0 m g) . ^yU^f. U > ( 1 2 8 1 ) ^11 



1 2 3 



wo 99/33805 PCT/JP98/06002 

(3 6mg) ^m:.o 



HJfei^iJ 54 4 - (6-^PO:h7^b>-2 - -f - 6 - ^ 

yi/T s y ^ f-yi/- 1 - [1- (4-hrui^>'U) e^ui;'>-4 — r/i/^^^;!/] t° 

Il*fe^il5 2 <Xg2 >Tl#"itL/-C'fI:^ifel (3 1. 3mg) t^<^ t^J\^L.T jVt" 
t K (4 . 9 mg) ^mik^it/ "fuy (1ml) {c!^® L. ^iSJCTg^^ 
(13. 6 /z 1 ) h ij A h ij 7-tr h4•v^■p^^-1' F^-f K (5 0. 2 m 

^bp<^P> : y^y-;U=9 0:10) -^ffl^L. ^jg'fk^tl (11. 6mg) 
*»J 5 5 6 -T-t?^T^ Ky^;U-4- (6 DD-;h:7^ 2 --fyl/ 

7;7l/;^^.r^;l/) -1- [1- (4-t°'ji;';b) t°^U 4 -^;i/y tf^ 
^WJ5 2Tr^fbn/c'^t^tl^I^.*4ci:Lm{c^^e^,^T^?5^;Wb<^^T^'\ ^M^k 

^»J 5 6 4 - (6-i^ODf-7:5'U:/- 2 --I'^l/XyU/t^-yl') - 6 - y ^ > 



1 2 4 



wo 99/33805 PCT/JP98/06002 

XJlt^-Jl^T i V/^Jl^- 1 - [1- (4 - t°y v';!/) t°^'j v'y- 4 --r^u^ 

MMM 57 4 - (6-^PP:^>':^iy>-2 - yl/X;l/;fx^yl/) - 6 - (4 - 
t Fp + ve^U 1 --r^l/^^/l/) -1- [1- (4-e>J>?;U) t°^u 

<XfMi>4 - ( t -7">;^>=^ 5^;^->p + -» t°^'j>^y©'^^ 
4 -h Ko^-vlf^'; (2. 0 g) (Dmik^^t^^]^^ (2 0ml) 
7jc?'^T» L?^i:;6< ^> e g > ( 1 . 9 m l ) . t - ^f-yp y ;l/ h 
>;-7;P7^p^^>^;P;f.:^- h (5. 0 m 1 ) ^HifCjn^. SB^PhW^L/Io R 

y^y-yb=9 5 : 5) T?ffi^L. *jg>fb^i^ (3. 8 g) ^ntZo 
NMRX^^ hJl C^CDC I , ) 6 ppm:4. 13-4. 05 (IH, 
m), 3. 44~3. 20(4H, m). 2. 10~1. 96(2H, m), 1 
. 82~1. 70 (2H, m), 0. 89 (9H, s), 0. 07 (6H, s) 

<XS2>6 - [4- (t-yi-JVi^/i-J\yiyu^iy) if^V'Jy- I JU 
- 4- (6 -^PP:h7^ L/>- 2 - 

1 2 5 



wo 99/33805 PCT/JP98/06002 

1- [1- (4-t°'j-y;u) e^'j >- 4 t°^7 

||»J5 3 <X|I1 >Tl#bn/db-^tl (0. 3 0 g) ^m7i<.i^/f-Jl^^J]yA 

7i K (2ml) L. U ^ A ( 0 . 6 0 g) . 5 7 <X|M 1 

>-vmihntzit^m ( o . 4 7 g) ^iiij^ijta;^. s 0 °c-e 2 . 5 mrBmwLtzo 
$ ^{cmT:? 'J A ( 0 . 6 0 g) . MMM 5 7 <xa 1 y-cm^ntzit^m ( 
0. 4 7 g) ^iiinU 8 OV'CG^mm.WLfzo Rjtm^yKyk'^ta^rKm^ 

^ h ^-5 :7 ^ - mm^m: : J^-fb^ 5^ u > : ^ ^ y -yi/= 9 5:5) fc^ckc/ 
[Ch r oma t o r e xNH"' P-7 h U 7 ^J' XNH^'') ] ; 
m^f-Ji^) T-ffiML. ^M^l:-^^ (0. 1 5 g) ^mzo 
NMRX^^ h;b(*CDCl3) 6 ppm:8. 36 (IH, s), 8. 
23~8. 18(2H, m), 7. 98~7. 92(3H. m), 7. 83~7 
. 78 (IH, m) , 7. 61 ( 1 H, d d, J = 2, 9Hz), 6. 60 — 6 
. 55(2H, m), 4. 23 — 4. 08(2H, m), 3. 91-3. 64 ( 
4H, m), 3. 31 (IH, d, J = 17Hz), 3. 29-3. 22 (IH 
,m), 2. 80 — 2. 55 (7 H, m). 2. 42 — 2. 21 (3H. m), 
2. 02 — 1. 12 (9H. m), 0. 89 (9H, s). 0. 05 (6H, s 
) 

<Xg3>4- (6 -iJ'nn-^^^ uy- 2 --r;l/X;l/Af-^^;l/) - 6- (4- 
tV'u^iy\i^')i^>-l-^/l/^Jl) -1- [1- (4-t°U 

1 2 6 



wo 99/33805 PCT/JP98A)6002 

t°^U i^>- 4 h^^"^ -y > - 2 XD-^fj^ 
Xfl 2 -^•mh>tlfzit^m ( 0 . 1 5 g) h ^ t Kp 7 ^ > (2ml) {C^ 
ML. -r h3 7"'f-;UT y^^-^ A7;l/;f U K (1 . 0 Mt^ hvh Kn 7 ^ > 
(0. 2 5ml) ^m^. M&r—^m.t^Lfzo KJtmc^KyK^lju^XK 

•^A^D-y-h^'-^^^ - [ChromatorexNH^" (^'o^hU-y^ 

xNH^-^') ] (?§tB^^ ; mm^'f-Ji) r^nmu ^m^t^^ (5 8 mg) 



ll»15 8 6 -h Kd + v^^;1/- 4 - (2 -^^^^yl/Xyl/^fv^yP) -1- [ 
1- ii-ifV'JJl) e^'J 4 t°^^ v>- 2 



Mikm 5 9 6 -T-t? h^i/^ 4 - C 2 - ± 7 -1- [ 
1- (4-b°'jv'yu) t'^u s^v- 4 --r^uy 2 -^>(D^ 

1 2 7 



wo 99/33805 PCT/JP98/0«002 

MMmQ 0 (R) - 4 - (6 -^uu-f-y^i^y- 2 - ^ j\^7.jut^-ju) - 6 
-j^h^iy/jJV^^^Jl- I - [1- (4 -h°'; v'yU) t°^U 4 ^ 

<JL.m 1 > 1 - ( 4 - t° U U >- 4 -y7;w<;i/T-'t K®-^Ji5c 

U o U K ( 2 . 4 5ml) ©MTK^t^fb^ ^ U > ( 1 0 0 m 1 ) 

8°Cic?^4PLs c:c{cM7Kv^^;^x;l/4-^^>' K (4. 4 4 
m 1 ) (Dmikmit/ f- L/> ( 1 0 0 m 1 ) 1 ^rBl-e?&T L/Co ^ 

(E P 0 3 5 9 3 8 9 ) iei^O:^^{c J; «9ffl«^tlf; 1 - ( 4 - e U t° 

i^y- ^ y-ju (4. 1 4 g) (DMykitit/^uy (5 Omi) 

*5ctC/M7R-:^^ F ( 5 0 m 1 ) ©^fg^ l ^Pal-eMTLfco - 6 

5 — 6 0 1 mmmtm. - 1 8 vtr-i%m u h u ^^i^jut ^ > ( 1 1 . 

4ml) ^^/n^/co Rj5E?S^^ia^-e»L. yK^lju^i^it/ ^uyizrmihL 

■mE.Tmm^^i:Uzo CC-eiibtl/c7;Wxt: Kt^-^^^^^T-^'i,© 
E I MS : 19 0 (M* ) 

NMRX^^ bJly CDC U ) 6 ppm:9. 56 (IH, s), 8. 
16~7. 99(2H. m), 6. 82~6. 69 (2H, m), 3. 83~3 
. 71 (2H, m), 3. 02-2. 90 (2 H, m), 2. 61~2. 45 ( 

1 H, m) , 1. 9 0~1. 78 (2H. m), 1. 5 2 — 1. 3 6 ( 2 H, m 
) 

1 2 8 



wo 99/33805 PCT/JP98/06002 

<Xfi2> (R) - 4- [N- [2- ( t -7' h + ->^;U.1i\:i;l/7 -1 

- T^yy^yu] - l- (4-e 

XIM 1 T;14^>n/c'ft^t/®M7X±^^l:y ^ U > (9 0ml) (WO 
9 5/ 1 1 2 2 8 ) (D:ljmi^^lO^J^Lfz (R) ( t v^7!7;UjJ^-::^ 

jVTi y) ii. o o g) . ( 2 . 11 

^ F^^ K (9. 1 2 g) ^jjn^. ^zaT2 BPaia^^L/Co Kmrn^^^mt. 7K 

(5. 7 3 g) ^mtzo 

NMRX^^ h7b(*CDCl3) (5 ppm:8. 18 (2H, d, J = 8 
Hz), 6. 69 (2H, d. J = 8Hz), 4. 9 5 -4. 8 6 ( 1 H, br 
s), 4. 25-4. 15(2H. m), 4. 06-3. 96 (2 H, m). 3 
. 5 0 - 3. 3 8 ( 1 H, m) , 3 . 35-3. 1 8 ( 2 H, m) , 3 . 11- 
2. 98 (2H, m) , 2. 60 (1 H, d d, J = 7, 12Hz), 2. 43 
-2. 34 (IH. m), 2. 04 (6H, s), 2. 03-1. 66 (3 H, 
m) . 1. 44 (9H, s) , 1. 30 (3H, t, J-7Hz), 1. 30- 
1 . 16 (2 H, m) 
<-X|i3> (R) - 4- [N-7~'atT-fe5^;b-N- [2- (t-7"h^->;^ 
jVy^^-JlT i J} -1- (Jt h4^»>;^;l/7}?^;b) in.^;i/] y ^ y 
^yl/] - 1 - ( 4 - t° ij i^Jl) 'J >it#:©^fi5c 



1 2 g 



wo 99/33805 PCT/JP98/06002 

Jim2VUihntzit^!^ (5. 4 1 g) c73te7K±i^tp^f-l>> (1 0 Oml) ^§ 

U K ( 1 . 7 7 m i ) ODMymit^ 9^ 1> > (20ml) ^ii^JCT 1 

S^^i L /-Co mii: 7^ yVl/^ D -7 h 7 ^ - (i§ai7§^ ; it^b^^ f- > 
: ^^y-ji=Q 7 : 3) -^f^^L. ^M-ft^tl (2. 9 4 g) ^^tzo 
NMRX^^ hv'l/C^CDCls) (5 ppm:8. 22 (2H, d, J = 8 
Hz), 6. 72 (2H, d, J = 8Hz), 5. 20~5. 00 ( 1 H, m) 
, 4. 26~4. 16(2H, m), 4. 15-3. 95(3H, m), 3. 8 
9-3. 73 (3H, m), 3. 55-3. 23 (3 H, m), 3. 18-2. 
94 (2H, m) , 2. 2 0 — 1. 9 2 (3 H, m) , 2. 04 (6H, s), 
1. 44 (9H, s), 1. 33-1. 20 (5 H, m) 
<I@4> (R) -4 - nui-y ^ Uy- 2 -4 JUXJUt^-jl) -6 

-x.h^iytlJ\y^^—J\y- I - [1- ( 4 - t° U v';!/) e^Uv>- 

xmsn^^ntzit^m (2. 9 0 g) (DM7k/^ j-ji^ (3 omo ?§?s^ 

7Ki%L. 1 0 XmtTkm-^ ^ J -J\y (3 Oml) ^^iTLfco CCDM-^m^^ 

3 0m]) izmmi. 7mr. h U ^f-^ur ^ > ( 6 . 0 m 1 ) ^mT Ltzo K 

}i:^m^^mzr~Mm.w u ^mr h u ^^/ut ^ > c 3 . 0 m 1 ) (DM7i<.mit 

y^b> (1 Oml) Mi^. Q uui-y yy- 2 jIXJUtTs — 



1 3 0 



wo 99/33805 PCT/JP98/06002 

JV^aV V (I. 1 3 g) ODMyKi^it/ ^vy ( l o m 1 ) i^g^^iiST Ls 
iCT-^«^|iLy-Co SJS?^<&7K?^L. 7j<<&*n^TJ^'fby ^U>{CTat±iL/-Co ±g 

U> : /^J-JV=Q 0:10) "effllgL. ^M'fb^tl (0. 9 2 g) ^l^/Co 
fl^. C<Dit^m(D^^mm^HPLC [CH I RAL PAK^^'AD 
'fb^XH (W) : ^V:/D/V-;U: i^x.^JlTi >=6 0 : 4 0 

: 0. 4) -eSiJSLs 9 8. 3%e. e. ■Tr^.SC i^SSL/Co 
HRMS : C28H31C 1 N, O5 S (M^ ) : it^ffi 5 7 0. 1 7 0 3 MM 
iit5 7 0. 1 6 6 4 

^»J6 1 (S) - 4- (6 aai-y l^y- 2 JlXJ\yri-^-Jl^) -6 

h^^i^;^;!^:^-;!/- 1 - [1- ( 4 - 1° U v^;^) e^U 4 --r;uy ^ 
IIWJ6 oo-^g^jS^oT. (S) -0- (t -y h4^>'7!7;b^'-;L/T ^ y 

g^HPLC [CH I RAL PAK^^'AD (^VT -fe^Hh^XH (ft) 

> : y >'''o/^V : i^Jcf-yUT i >= 6 0 : 4 0 : 0. 4 )TrSiJ^L. 9 7 

. l%e. e. -eS)5c:(hMISLfCo 

HRMS : C28H3, C 1 N, O5 S (MM ItM 5 7 0 . 1 7 0 3 ^?|iJ 
ig5 7 0. 1 6 8 9 

1 3 1 



wo 99/33805 PCT/JP98/06002 

||»J6 2 (R) - 4- (6 OP^7^ U>- 2 -6 

h^iyM'^Jl- I - [1- (4 -b°U i^/l/) b°^'J v^>- 4 --r>'Pp<^;H 

mum^ ^(D^j&m^'ijtr^x. (r) -n- [2-TIJ-2 - h+->^ 

CO'ft^tlOTtm^^HPLC [CH I RALP AK'^^'AD (^W-tr;!/ 
'fb^XH (^) ^+-9- V : y/P-'V : i^if-yl'T ^ >= 5 0 : 5 0 
: 0. 5) -eiiJ^Ls 8 9. 4%e. e. C <t<^«Lfco 

HRiMS : C27H31 C 1 N4 O4 S (M^ ) it^ffi5 4 2. 1 7 5 4 HfiiJ 
tt5 4 2. 1 7 9 4 



^Jfei?'J6 3 (S) - 4- (6-^UD^7^U>- 2 --rybXyb^^-^U) - 6 

h^i/^^;!/- 1 - [1- (4-fc:iJ>>;u) tf^u 4 --fyuy 

Hite^je 0©^^^£{CttfeoT. (S) -N- [2-T^y-2 - (p^h^-i/^ 

flio. CKD^h-^tlOTtmS^HFLC [CH I RALPAK'^^'AD (^--Y-feyl/ 
'fb^XH iW) : ^ v:/n/V : S^i^;l/T ^ >= 5 0 : 5 0 

: 0. 5) TSteL. 9 0. 3%e. e. C i^MX/Co 

^»J6 4 (R) - 6 -ts)\^^^^y- 4 - (6 - ^^^D:^•7^ 2 --r;U 

x;u^x.^;b) - 1 - [ 1 - ( 4 - 1° 'j v';!/) b^ 'j > - 4 - 



1 3 2 



wo 99/33805 PCT/JP98y06002 

mkm 6 0 <x^ 4 >'^n^nfz\\L-^m ( 2 1 5 m g) mm. ( 2 . 2 m 1 ) 

i^fgjc. 'm^W. (2. 2m 1) *>[jn;i3BtPB%nMML/Co SJEE?g<&METi!»li 

^m\L-^m^mzo do^ft^tjo^^Mj^^HPLc cchiral 

PAK^^'AD {y^^Mt^lM iW) : V7'o/V-;l/ : 

f-;l/T ^ >= 6 0 : 4 0 : 0. 4) TzIiJSL. 9 5. 8 %e. e. '^hhZt^ 

^»J6 5 4 - (6 -^Da:h7^L/>-2--r>'l/X;U4->-;l') -6-n-y 

p^^^•>;^;^^■^;^- 1 - [i- (4 -h°u h°^'j 4 -^yi^^ ^^yb 

HSfe^JS 9 <X@6 >-7:m^nfzit^!^ (2 Omg) (DJ^i^ J -JV (0. 4 m 
1 ) -rn'mzimit V f-O A-7K» ( 1 . 5 m g) ©tK C 0 . 1ml) mi^^M 

4 5 ^mjjumMm.Lfzo KjtM^mm'^. nmi^mt^^~jv co. 2m i 

^METT^H LTt#fcH?S^to7Kmit:> 5^ u > ( 0 . 5ml) L. ^X?^ 

Tjl-T'p^NV-yU (5 2 ;a 1) . HX^^T h U Jif-7l/T5 > ( 4 9 1) ^inx. 

L/co it^hy f-u>ji^iSfnA±g7j<-e^?^L. te7X«^ h y AT-ifejS^t. M 

ET^ii^®* L/Co ■> U 757^Vl/757 5A^n-Th^-5-7^ - [Chrom 

a t o r e xNH"^-'' P-^ h U -y ^ XNH^'^') ] imihmm ; ^^f-V : ffF^ 



1 3 3 



wo 99/33805 



PCT/JP98/06002 



^^;U- 5 0:5 0 - 2 0:8 0 ) TlfMLs ^mit^^ (1 Img) 

HRMS : CssHaaC 1 N4 Oo S (M- ) it^ji5 8 4. 1 8 6 0 HfiiJ 
{15 8 4. 1 9 0 0 



MMMG 6 (R) -4- (Q-^outy^lyy-2-^JlyXJlt^~jV) -6 
-n-7°0 5fx+v'^;l/,-Kji;l/- 1 - [1- ( 4 - h° 'J v';!/) t'^^J i^y- 4 - 4 

^»J6 0 <Xfi4 >T^#btLfdh^^ (2 0 Omg) (2ml) 
{c. -ai^M (2ml) ^ijp^. 3NFPHlto«i«»^Lfco RJ6?S^METTM LT 
^#/cH^t{C7i<^io^.. MJcMffiTiiliLfco Micj^'/b^^^-yi^ (iml) . i:^ 

jET-e^iii Lxntzmm^mA-^iu f - u > ( 3 m i ) {cis^ l. 7k;^t n - ■/ 

o/V-;b (0. 5 2mi) . <:J^l,^-^h 'ji5^;U7^ > (0. 4 9 m 1) ^5D;i 

ET^lS^^^LfCo ^5S^v'j7!7y;b:?!7^A^D^ [Chrom 
a t o r exNH^'^' (iJ' h U i> XNH^") ] (^tti^li ; ^'fb^ ^ U > : 
^^y-Jl=Q 9:1) TttML. S^'fh^tl (1 3 4mg) ^mtzo Ui^. C 
©-fb^tlOTfe^ilt^^H P L C [CH I RAL P AK^'^'AD (^'V-tyMb^ 
m (tt) : -r vyo^V -71/ : 'J^l^-jUT 5 >= 6 0 : 4 0 

: 0. 4) -eateLs 9 5. 2%e. e. Irab'S C i^Si^XfCo 



1 3 4 



wo 99/33805 PCT/JP98A)6002 

HRMS : C29H33C 1 N, O5 S (iM^ ) it^{6 5 8 4. 1 8 6 0 ^^ij 
M 5 8 4 . 1 8 7 3 



U7fs^i/tij]/t'—Jl- I - [1- (4-t°Ui>;U) 'Jy- i -4 J\yM "f-Jl 

mi^m 6 5 tmm(D:ij^-7:\ mmm 3 9 <xa e y-^^ni^tifzit^m ( 1 e m 

g) M-fL-^^ (9. 5mg) =^mzo 

HRMS : C29H33C 1 N4 O5 S (M- ) it»ffi5 8 4. 1 8 6 0 mm\ 

^5 8 4. 1 8 8 3 



^»j6 8 (R) - 4- (6 PD^7^ b>- 2 --r;^x;L/:f^^;^) -6 
~^y-:fvi-!f.^iyt))\^7ii—)V-\- [1- (4 - t°'j i^/i/) t°^'j 4 --r 

^iffefijB 6 trnw^o^zbrn-^^ nwje 0 <x^4 >-zsn^tifzit^m (200 

mg) ^ffll^-^fig^m^ Sffi-fk^tl (1 4 7mg) ^nfZo ^1:^. Z.(Dit^m 
©Tfe^Mjg^HPLC [CH I RALPAK"'AD i^'^-^Mt^TM m) 
M> ^^ify : vyc3/^V--;l/ : i^Ji^yUT $>= 60:40:0. 4) "^ifj 
^L. 9 6. 4%e. e. -Q^^Z, t^mULfZo 

HRMS : C29H33C 1 N, O5 S (MM 11^^ 5 8 4. 1 8 6 0 HiliJ 
^5 8 4. 1 8 6 5 

1 3 5 



wo 99/33805 PCT/JP98y06002 

MMMQ 9 6- t -7"' h + ->;^;b^-;U- 4 - (6-^DD:f-7^U>-2- 

jvxjurt^—jiy) -1- [1- (4-h°';>';i') ti^i; i?^- 4 --r;i'^f->'H 

3 9 <Xli 6 >Trl#i?.n/c'fb^tl (2 0 m g) ( 0 . 2 m 1 ) ?t 

?S{C. «J^K (0. 2ml) <&iQ^. 4^rHlMaiaL/Co RJSf^^MffT-e?* 

mLrmtzma^z-jk^ijuA.^ m<cmet^iil/co mm^t°vi^y (o. 2 

ml) {c^ilSL. 4 o U K (3 4ing) . iX^^X' 
t y ( 3 4 /z 1 ) 6 0 'CJCT 1 ^Pb^*!?^ Lfzo Kftm^^yh'^ 

h^'^^y ^- [Ch r oma t o r e xNH^-'' (^o-^ h U 7 ^ XNH^-'') ] ( 
•mt^mm ; ±^jky ^ u > : y ^ y -;p= 9 8 : 2 ) -^ft$!J L. MMit^m ( 1 4 
mg) ^#/co 



^Sfe^ijT 0 4 - (6 pn^^iJ^ U>- 2 -'fyuxyl/^.^yb) - 6, 6-v 
y 1 - [ 1 - ( 4 - 1° U 'Jjv) U >- 4 - -r t"^^ 'J > 

- 2 -ty(D^^ 

<X@ 1 > 2 -T i y - 1 - [N- (6 -^'PP:^7^5^ 2 --r;bx;u4-^ 
^^b) ] T i y- 2 -y 5";L/7°o/N°>0^fife 

1, 2-i;^T5 y-2-y^;^7°D/^°> (0. 4 4 m 1 ) 4oJ:LK h U J^^;bT 
^ > ( 0 . 8 0ml) (Dm7i<Mit/ ^ U > (4 0ml) mW^. ^K^T. Q-^ 
op^7^^>-2-'1'>'^x>'l/4-^-;l/^p y K (1. 0 g) comik^it^^uy 

1 3 6 



wo 99/33805 PCT/JP98/06002 

(20ml) mm^^mrifzo ymyv 4 5 ^au- 1 m^m.WLtz'ik. sj© 
1 0) -effii^Ls ^mit^m (1. 0 9 g) ^ntzo 

NMRX^^ hyl/(*CDCl3)5 ppm:8. 39 (IH, s), 7. 9 
6 (IH, dd. J = 2. 9Hz), 7. 89~7. 79 ( 3 H. m) , 7. 5 
1 (IH, dd. J = 2. 9Hz). 2. 93 (2H, s). 1. 27 (6H, 
s) 

<X@2>2- (t -yh^i^iJJl^^^-Jl^) TiJ-l - [N- (6-^pp 
f-y ^ uy- 2 ] T ^ y - 2 f-;^7°D/^°>' 

X^l-e^i^>nfc'^b^^ (1. O 9 g) ©v^:t+^?-> (7ml) . tK (S. 5 

m 1 ) mm^^ 1 u&jmiti- h^)^ j^ym^ ( 3 . 5m\) . m ^x-mm - 
±-y^jv (0. 8 4 g) ^iDx.T6 o°c(cTi. BB^rsimL/co Kmmm 

T^^m. mmrmm^^i: Ltzo mm.^ y^jt) ^ji-^ ^a^d-^h^-^^^- 
mmi^m ; : mm:^^ji^= 6 7:3 3 ) TfflML. mmit^m 
(1. 3 2 g) ^^ifco 

NiMRX'^^ hyL'(*CDCl3)<5 ppm:8. 39 (IH, s), 7. 9 
2~7. 84 (4H, m), 7. 55 (IH, dd, J = 2, 9Hz), 6. 0 
4-5. 74 (IH, br). 4. 56~4. 45 ( 1 H, brs), 3. 11 

1 3 7 



wo 99/33805 PCT/JP98/06002 

(2H, d, J = 6Hz), 1. 38 (9H, s), 1. 25 ( 6 H, s) 
<II13>2 - (t -y h4-'>7:7>'l/^'^;b) Ti^-l - [N- (e-^^cra 

yb] T i J - 2 - / ^JUy°ny<y(D^^ 
xm 2 -enihUfzit^m ( l . 2 g) ©S^p^ 5^;l/;f.;l/AT ^ K ( 2 5 m 1 ) ^ 
fStCj^^^ ij >j7A (0. 6 0 g) ^iU^. 7X?^T. yatg^^Jii^;!. (o. 5 m 

: i^^a^5^;l/= 8 0:2 0) T'ttML. Sffi-ft-^tl ( 1 . 2 4 g) 

fZo 

NMRX^^ h;b(*CDCl3) d ppm:8. 34 (IH, s), 7. 9 
4-7. 86 (3H, m). 7. 80 (IH, dd, J = 2, 9Hz), 7. 5 
6 (IH, dd. J = 2. 9Hz), 4. 74-4. 60 ( 1 H, b r) , 4. 
12-4. 01 (2H, m) , 3. 97 (2H, s), 3. 57 (2H, s), 
1. 38 (6H, s) , 1. 37 (9H, s), 1. 24~1. 15 (3H, m 
) 

<TM4>2-Ti J-1- [N- <:Q-^aui-y^]^y-2-^jVXJlri-^ 

Jim 3 r-n^tifz^t^m ( o . i o g) ^ 2 o %mit7km-j^^ j-jv (2m 
1) !3.«L. m.MLizx2mmm.WLfzo Kut^i^^mmTmrnL. ari^^-T^ 

1 3 8 



wo 99/33805 PCT/JP98/06002 

^L^T^'^B^H^tL. MMit^^ (7 6mg) ^mzo 

NMRX^^ N^b (*DMS0-d6 ) (5 p p m : 8 . 5 9 ( 1 H, s ) , 8 
. 2 8~8. 21 (2H, m), 8. 18~8. 04 (4H, m) , 7. 91 ( 
1 H, d d, J = 2, 9Hz), 7. 77~7. 70 ( 1 H, m) , 4. 23 ( 
2H. s) , 3. 77 (2H, q. J = 7Hz), 3. 52 (2H. s), 1. 
31 (6H, s). 0. 94 (3H. t. J = 7Hz) 
<Xg5>4 - C6-^ua-^y^l^y-2-4JUXJl7i-^—JV) -6, 6 - 
^ 1 - [ 1 - ( 4 - h" U h°'^ U >- 4 - -r f-;u 

1 - (4 - t°U h°^'; 4 JU^ ^ y -JV (3 9mg) 

WJ3<Xfil >®::^^{cJ;i9#bn/cm^^t/^M7j<±g>ft^^U> (3ml) 
(cm^^^-ti-. XfI4 Tlf btl/c'fh-^tl (7 Omg) . (0. 0 2 

ml) ^iB^fzo Rmm^TJi^'y^mnr. m.m.x^i. ^mmmnLtz-i^. i- 

V^)'OJ^V VT-iz h^v/^o/N-r K^^ K (6 8mg) ^1]Q^. MMT— ^itf^ 

Lfzo KmrnmrnrnwyK^m^.. i ms7KM{t:^ ^immv p h o {cm 
9 0:10) -^-mmu mmit^<^ (s. 2mg) ^ntzo 

HRMS : C27H3, C 1 N„ S (M- ) lt»ifi 5 2 6 . 1 8 0 5 MM 
ii5 2 6. 1 7 5 4 

1 3 9 



wo 99/33805 PCT/JP98/06002 

MMmi 1 (R) - 4- [ (E) - 4 -^DDXf•|J;^x;^.-^-^^y^] -q-/ 

h^iyjii-J\y- 1 - [1- (4 - t°'; v^yU) h°^^) -yy- A Jl/^jl] 

6 0 il5]#0;5ry^T\ 6 0 <X|i 4>®6-^POf-7^U>- 

2 — r/Ux;l/:^-^— ;l/j^D ij K©'ftt>t)(- (E) - 4 - d nx^ U ;P 

HRMS : C25H3.C 1 N4 O4 S (M- ) it^ffi5 1 8. 1 7 5 4 
I 8. 17 8 5 

^ife^ij 72 l-[(E)-4-:57Dnxf-U - 4 - [ 1 - (4 

mmm 3 <Xg 4 >xm^fifzit^m ( 5 0 m g) ^ y -yu C 1 m 1 ) ^ 
^>x;L/:}-^>^ (10. 4ing) ^Jn;i/co ^tffi^MJ±T^-Tg*L^ S 
S'fk^i^ (6 Omg) ^|#/Co 



^lffeM 7 3 4 - [ (E) - 4 -i^ n D7.5^ lJ;^x>'l/^^-^J^;^J - i - [i - (4 
-t°'Ji>";i/) e^U >^>- 4 --ryuy t°^^ v'v- 2 

2 ll»]2 3 <X|M5 >Tl#bn/db^t/ (4 2m 

g) mmit^m (5 omg) ^ntzo 

1 4 0 



wo 99/33805 PCT/JP98/06002 

MMM 7 4 4 - ( 6 - ^ nuf-y ^ 2 - ^ J^XJl^t^—Jl) - 1 - [ 1 - 

i4-\iV'JjV) t°^'J 4 ii^'y i^y- 2 -Ti-y/ >x 

2 tmm(Dy^mT:\ ||»J2 5 i^.tL/cfh^it^ (5 7mg) 
^fiK^^^T^'K ^ffi>ft^^ (6 6mg) ^mtzo 

HJfel^iJT 5 4 - (6 -^ua±y^\^y- 2 --fyl/xyb^^^;!/) - 6 -x 
s^;^7 1 - [ 1 - ( 4 - k° U i^ji) 'Jy- i 

mmn 2 iisi^©;^^-^-. ^»j3 9 <xg6 >-^-m^nfz^t-^m (3 1 m 

g) S^^b^tl (3 7mg) ^lifco 



ju) -1- [1- ( 4 - 1° y v^;i/) t°^'j >^>- 4 --r;^^ f-^u] ti^^v'^- 

«I^17 2 <h|HHi©:^r^t:\ ||»J 4 0 TlfbtL/cfb^^^ (8 Img) ^ffll^ 
^^^aO. Mik^i^ (8 6mg) ^mfzo 



^MMl 1 4- (6 oo^7^ b>- 2 — f Jl^XJlTt^—JV) - 6-tKo 

^•>p<5^;b-i- [1- (4 - t°ij t°<'j 4 --r^b^ t°^^ 

^Mfil7 2 i|S]li©:^;^iT\ «i?ij4 l Tltiitl/dh^tl (15. 7mg) ^ 



1 4 1 



wo 99/33805 PCT/JP98/06002 

m^'-^i^^n^\ mmit^m (it. 4mg) ^ntzo 



'>yf-;l/-l- [1- (4 - v'^i^) t°^'j 4 --ryuy t°^5 
»^J7 2 (!:Ilia®:;^^iTr. ^Sfei?ij4 2T:1#btl/-dh^^ (2 2mg) ^ffll^ 

^mit^m (2 2mg) ^mz-co 

^»J 7 9 6 -T-tr h4^->^ 4 - ( 6 - ^ a p ^7 ^ >- 2 - -f 

- 1 - [ 1 - ( 4 - h° U i^^l/) U >- 4 — T ^l/^ ^v'l/] t°^5 

^jg'fb^^ (5 3mg) ^#/Co 



UStel^ijSO 4- [(E) - 4 -i?oaX5^iJ;bX;l/^>^yl/] -6-ih + -^:^ 
;l/:J^'j^;l/- 1 - [ 1 - ( 4 - f U U >- 4 - 71/^ f-^l/] t°^^ 

y- 2 -yi-y/ ^ y xjvtT^ y^iM.(D^iSL 

nifeMT 1 tw\mcoyjiii:\ mmm^ A-vm-^mzit^m (5 omg) 

^fiS:^^Tl\ SMjb^tl (6 6. 2mg) ^mz.o 

ll»J8 1 6 -;^;U*>v/- 4 - [ (E) - 4 -^5'^^X5^•J>'^x;l/v1-^^;^] 
-1- [1- (4 - t°'j ^'^i/) e^'j 4 --f e^5>?>-2- 

14 2 



wo 99/33805 PCT/JP98/06002 

mmm 1 2t mmo-^-i^r: mmm 4 5 -zsu^hntzit^m ( e . 5 m g ) 
l^-^^^^Tl'\ ^mit^!^ (9. img) ^^f/■co 



^JfefiJ8 2 4 - (6 -i^ 2 --ryux;l/^.^;l/) - 6 -^/l/jfs 

i; y 7^;L/;ji-^;L/- 1 - [1- ( 4 - 1° 'j t°^'j v-'y- 4 --fyuy t° 

m.m\l 2 i:iHl^©;^^T. ||»j4 ^X^n^tlfzit^m (8 ?. Smg) ^ 

ffl(.^^^^^T>'\ ^liih^^l^ (1 0 Img) ^mzo 



IIJfei?iJ8 3 6 -7 ^ y y 4 - (6 -^op:^7;5' U>- 2 --fyl/Xyl/.-^ 

- 1 - [ 1 - ( 4 - tf 'j h: ^ ij >- 4 - ^ t:^^ 'J y 

^»17 2 <i:lni#©:^l£-e. 2 <X@2 >-e$ibti/dl:^#) (3 l. 

2mg) ^ffll^-^gS:<^^Tl\ ^S'fk^^ (3 4. 5mg) ^li/co 



^Jfei?ij8 4 4 - (6 o oi-7rJ' u>- 2 -6-*;^4-^ 
Uyy5^;l/-l- [1- (4-t°Ui^;b) t°^Uv^>-4 — r;l/ya^;l/] 

7 2 i:|WI«©:;^^i-es «{?iJ 5 3 <X|i 2 >-rlf i^tL/c'fb^^) (35m 
g) M-fb^*^ (3 5mg) ^mzo 



1 4 3 



wo 99/33805 PCT/JP98/06002 

MMMS 5 4- (6 -^aD:^7^ U>- 2 --f -6--:^^ 9^ 

||»J7 2 ilHl|$©:^ry4T;\ mmmo A^-ni^ntzit^m (3 9mg) ^ffll.^ 

mmit^ (4 8mg) ^mzo 

mMmS 6 Q-T-k^Ti HV^yP-4- ( 6 - ^ o o:^7 ^ U >- 2 --Y yl' 
T.;!/^^;!/) - 1 - [ 1 - ( 4 - 1° v>;i/) e^^^ 'J > - 4 - ji/ 

^»J7 2 ^»J5 5T^f bn/db^tl (29. 2mg) ^ 

ffll-^A^^lTl-K ^mthm (2 9. 7mg) ^^/Co 



IIWJ8 7 4 - (6 -i:'nD:h:7;J' U>- 2 -'fyL'Xyl'^i-^^;!/) -6-yi?> 

II»J7 2 ch|H|:^©;a^^T\ ^WJ5 QH-'^itlfz^t^m (2 7. 2mg) ^ 
ffl^^-^^^lTO. Sil^b^^ (2 7. img) ^mtZo 



^MM8 8 4- (6-^^D•t-7^L/>-2--r>'^xy^4-^— yp) -6- (4- 
t Ko + v'e^'J 1 --f -1- [1- (4-t°'Ji>;u) t°<'j 

»i?iJ7 2 c!:[5l#©;5-^iTr. «i?ij5 7 < XII 3 >Tlf t>n/dh^i^ (5 5. 

1 4 4 



wo 99/33805 PCT/JP98/06002 

6mg) ^m^-^f^^niK ^liib^tl (6 6. 8mg) ^Ufzo 

Q (R) - 4- {6 uai-y 2 JUXJU:^^—Jl) -6 

71/] t°^^>^>- 2 iS'yxyUji-.y^JgcD-^^ 

mmmi 2 i[siii©:e-^iT\ ^wje 0 <xii4 >vmi>nfzit^^ (53. 

2mg) <&ffll,^-^fii<:^^T^'\ SM'fk^i^ (58. 5mg) ^mtZo 

0 (S) - 4- (Q uuf-y ^ Uy- 2 - ^ JlXJUt^-jV) -6 
-JL h^v;^;!/^-^::^;!/- 1 - [1- h'^^J'Jy-A — {Jl/i" 

7 2 ifHi|i®;^^£-e. MMM 6 1 Tlfbtlfi^b^i^ (50. 8 m g) ^ 
ffll-^^^^mv M^k^tl (5 5. 5mg) ^mzo 

MMMQ 1 (R) - 4- (6 0 0:^-7:5' P^- 2 --r^bXyb^-^^^U) - 6- 
h^'y/^JV- 1 - [1- (4-t°Uv^;^) t°^U 4 -'I'yl/p' t° 

*»|7 2 <t|5l^t£D::^}ST:\ mmmQ 2T#btl/d(:^#I (0. 5 0 g) 

l^^filc<^^T^'\ mmit^^ (0. 5 5 g) ^^f/co 

^WJ9 2 (S) - 4- (6 -^PP-:^7^57 u>- 2 -^;UX;U7fx^;l/) -6 

h4^^^5^;u- 1 - [1- (4-b°'j>'yW t°^u 4 --I'yi'^f";^ 



1 4 5 



wo 99/33805 PCT/JP98/06002 

mmmi 2 tmno^jm-c-. mmme 3'^-nh>ntzit^m (o. 5 0 g) 
^mit^m (0. 5 7 g) ^ntzo 



IIJfE^J9 3 (R) -G-tiJ\^7i^^'y- i- C6 - n n-j-y ^ y- 2 - ^ Jl 

T^jlt^-jU) -1- [1- (4-t°'Jv;U) \f^') y > - A - ^ jV/ "^Jll 

^WJ 7 2 ^Wl 6 4 -r:%htlfz\t-^m(^mm^ (2. 0 

mg) ^m^'-k^^n^K ^mitk<^ (2. 4mg) ^#/co 



MMM 9 4 (R) - 4 - (6 p ot-^rJ' 2 --T - 6 

- n -yD^°4-i>;^;i'^'-;^- 1 - [1- (4-t:°U-:>;b) t°^'J 4 --f 

ll»J7 1 »i?iJ6 Qr-mihtltzit^m (5 Omg) ^ffiV^ 
^^^^f<-\ M-fb^tl (5 8mg) ^ntzo 



MM^l 95 (R) - 4- Cd-^ou±y^uy-2-^ ;bx;i/^fx^;l/) - 6 
-^yyn>f?4^i>^;l/7}-C^7l/- 1 - [1- ( 4 - h° U i^vl/) »J >^ >- 4 --f 

UMiJ^iJT 1 ci;|Hlti©:^/iT\ mmmQ Qr-'i^itifzit^m (5 Omg) ^ffli.^ 

^^^^fi^i-v ^mit^m (5 8mg) ^ntzo 



1 4 6 



wo 99/33805 

Rx-^^lEj4 0~5 OiC^L/c, 



PCT/JP98y06002 



^^s^iji LrwfflTabSo &mt^±mmmtLr. msk^. mum. mm^. 



1 4 7 



wo 99/33805 



PCT/JP98/06002 



1. TtSii: (I) -e^^n^'fh^^jxii^o^o 

R2 R3 



G2 = G3 



G 



«i /) — N 



Re R7 

M 

X-(CH2)n-Y N-Z1-22-Q 



R4 R5 




Rs Rg 



(I) 



Z2 '(SMT;i'^i>>g. ^aT;i/^-U>'S^>L< ^»mTy^+- 

R . All (Tk^H^ s /^ o ^" yW^-. h U :7 a y ^yUfi. h U "7 a 



1 4 8 



wo 99/33805 PCT/JP98A)6002 

, Rs , R4 . Ro , Re , R- , Rs is<kV^R, it. ^n^"n;6<^^L 

y- 1 --i';P:^;l/*.r.;i/as 4&7i<y f-;l/ai>L< (It Ka4^v/S-eB^$nT 

L<(ixC-CONH (CH2 ) . S (0) a Riotfcii-CONH (CH^ ) . 
NRMRi2T^$n^ST?abt). tfc{iR,5T«^$nTi.^TfeJ:l^MT;!/^ 
;i^S-e^<9 ; 

T;i/3^i^S, MTyl':^y ^y^^t+ySs TiJ^s ty-^L<{iv-a^ 

y a. ^^:^7 ^ y ai^i ^(iN - 1 k d 4^ -> ^ y st* ; 
i!ci>(iRs im^^(D^^^Lx\.^^mmmJ■t-mzfs:^x. Raa-c-Reb 



1 4 g 



wo 99/33805 PCT/JP98/06002 

m. n {i^3i:{C 0 ~ 3 ©^i^. p (1 0 — 4 (D^I^C. q {i 0 ~ 2 rm 
$^ Re tRs i®— *Il!(:iniR7 iRs <!:©— *I{c*5l^TllI^{c:^;l/;Jf^;bS 



2. Q{c*j{j-ag^$nTl.^Ti)=);l<^7 ';-yUS^fc(iM^^tiTi.^Tfoci: 
J\yM. 7iJ&^ i/jyS. -hDS> mk7 Ji^:^ J -( JlM. iMT;P3^->;U 

MT>'i/:^'y-r;i/T ^ y*. ^t^y^ys. :^jvti^h&. i&mrji^juf- 

^ ^y*. 5t-NHCR 1 3 -NHR 1 4 (x^^nj^. R 1 3 (i i/ T y aTttm ^ tl 
Tl<^T^>J:lW 5 yS^>L<{i=CHN0 2S-Cr*«3. Rl 4(d:7K^/l^fcL< 

1 5 0 



wo 99/33805 



PCT/JP98/06002 



U-;U4-4^->S, 7x-;L'S (0) t t> L < (i^x p 7 'J -yUS (0) tT-^$ 
(d:v^-g^MT;i/+;i/T^ y 757;i/^'-;i/a. 'fii^T;L'4^;i/S. Mryi/^^-i^ 

3. G. ^ Go . Gs (Do^'pfK l'Di)^Nl:-$>0. ^<CH-T:'&i> 
m*iM 1 t (itt*^ 2 lEa^'fb'^^ t fz a ^ (D^o 

4. Tm^ (II) T-^^n-Sih^tiXii^oi^o 



(I) (D^tl^'tltn^XhK). in;6^"0~2-e^'l)o ) 




N— s— Z2-Q 

' 02 



(II) 



R4 R5 Re 



1 5 1 



wo 99/33805 PCT/JP98/06002 



Ties': (IT) T-^^ti'Sjh^^^Xii^cD^o 




O (II') 

S > T JU::n^'y:^ jlyyii:^JlT Ji^^JlytiJl'rr: — jl/^ti^i>M<,ftl^^l:'^ 

5^;US^>L< {it KD + i/S^-fi^^tiTi-^Ttctl^ti^U 1 -^yi/^^i' 
S (O) , R,o*/c(i-CONH (CH2 ) r NR , , R > 2-e^$tLSS;0^"^M 

ti-^jS (i5:;4^R.o, RM:feJ:a^■R.2^i5iAz:iC7X*Jf.^^ m7;b4^;bSs 37^- 

3) R,5-C^g^$tlTi-^Tfcd;^^ig.M7;b^;^SlrS)i9 ; R : sii^^l^^'^ 

1 5 2 



wo 99/33805 



PCT/JP98/06002 



6 . ( I I" ) 



*-eab ^ Mil 6 letic® 'fh^tj tfzit^ oi^o 

8. 1- [1- ((E) - 4 -^nnx^'J;l/XyU^^^;W) t°^U-:>>-4 
- -r yl^] - 4 - ( 4 - t° 'j t°^-5 i> > ; 

1- [1- ((E) - 4 -^npxf-'jyl/xyl/jfx-yl/) t°^'Jv^>-4 — (jV/ 
I^Jl] - 4 - ( 4 - If' j v=yU) > ; 




1 5 3 



wo 99/33805 PCT/JP98/06002 

1 - C (E) - 4 - ^ oux^ \) - 4 - [ 1 - (4 - t°'j 

4- (^:7:$^ u>- 2 --f - i- [i- (4-e';v;u) t°^'j 
4- (6 nD^:7i5' U>- 2 --Tv'l/Xyl/Tt-x^;!/) -1- [1- (a-fU-:^ 

4- (6 2 --r;L'x;i/4->— vi/) -1- [1- (4-^';-:^ 

JV) U >- 4 - -r /l/y ^/l/] t°^^ 'J y ; 

4- (^>y' [b] ^4-7 X >- 2 -i - [i- (4-t°u 
v';!/) U >- 4 - t°^5 y ; 

4- (5 -^yl/^o^^y [b] ^i^V z.y-1-4 )\^7s)\yit~^-)V) -1- [1 

- (4 - t: y i^'yi/) t°^'j 4 --f \i^^'yy; 

4 - (6 - ^onK>v [b] f-:t7x >- 2 --T >'^7l;^^^-;^) - i - [ i - 

4- (4-^h^v'^>y' [b] ^;r7x>- 2 - i- [i 

- (4-e';v';i/) e^u v^>- 4 --r^up^ f-^b] t:^^-;^>; 

4- (6-^ v^y^yv' [b] f-^7x>- 2 --r;L/x;b4-^— ;b) - i- [i 

- ( 4 - e i; i^yl/) U >- 4 - -r > ; 

4- [3- i:^\^^yi])\yif.-}\y:^i-}V) Ky^/ [b] ^^^T^ x >- 2 --f 
y^4-^-;^] - l - [ l - ( 4 - 1; U yji) tf^ ^) yy~ i -4 J\y^ ^Jl] h°^^ 

1- [1- (4-L°Ui^;W t°^U y^>- 4 - 4- [3- ( h U 



1 5 4 



wo 99/33805 PCT/JP98/06002 

y jiTtn ?i ^jly) ^yy" [b] f-^i* 7 x > - 2 - e^^^ 
; 

4- (3 -— hU'^yV [b] ai>-2--(JlyXJV^^—jU) -1- [1- 

( 4 - t° 'J v';!/) ij i> >- 4 - ^ t°^^ y ; 

4- Cb] ^-^ >- 2 --f -1- [1- ii-\i\)^J)\, 

) e^'j v>- 4 --r;b^^;i/] 

4 - (5 -^DD^>y [b] 7-5 >- 2 - i - [ i - (4 

- fcf u v'yi/) t"'^ u >- 4 - -r i: ^5 y 

4- (2 -> 5^;L/^>y"5^T7-;i/- 6 --r;i/x;i/;t-s^yi/) -1- [1- (4- 

4- (4 -7x^;l/^>-^f>x;^7^^;^) -1- [1- (4-t°yi^;i/) e^'j 

4- (5 -;^7;l/5^^+^^- 2 DD^y-^f>x;l/5}-^^;^) -1- [1- (4-t° 

U t°^U 4 --I'yL'pi t°^5-:>>; 

4- [5- (;^;b^"4-'>^ - 2 - ^ D pO-{r">x;P.t^— -1- [1 

4 - (5 h7 ^ h'V-7rJ7 u>- 1 - y( }\^7.)\^:^^~)\d - 1 - [1 - (4 - 

t° 1; 'y)V) u V- 4 - -r yi'p' tf^^ > ; 

4- (5-T^y:;^7:57L/>-2-'r;l'X;U^>^;I/) -1- [1- (4-t°U 
v';!/) e^'j 4 t°^5>'>; 

4- [(E) - 4 -^apX^^U^UXyl/^fx^;!/] - l- [l- ( 4 - U ^l^) 



1 5 5 



wo 99/33805 PCT/JP98/06002 

4- (5 -7 ^ y :^7^$' u>- 2 - i- [i- (4-t°'J 
'JjV) u >^ > - 4 — r yuy f-yu] t°^5 > ; 
4 - [ CE) - 4- ^aDXf^'J ^i/Xv'l/^i-.^;!/] - 1 - [ 1 - ( 4 - t° U 

t°^'; v' V- 4 -^Jl/ t°^^ -I^^y- 2 -3f-> ; 

4- (6 -yn^-:h-7^ b>- 2 -^;UX;l/7}t^;U) -1- [1- (4-eU 

e^U y=>- 4 --ryuy .h°^5 v >- 2 -tT > ; 
4- (6-^oo■:^7^P>-2--f;^7L;l/^^^;I/) -l- [l- (4-hfU 

4- (±y ^ 2 - ^ JUAJlt^—Jly) -1- [1- (4-t°Ui^;U) t°^'J 

4- (6 ^^yu^h^^ L/>- 2 — r/^xy^^^^y^) - i- [i- (4-^'; -:^ 

;u) t°^U 4 --f ;L/y t°^5 2 ; 

4- (6 ->^Ty:^■7^5'^'>- 2 --r/l/Xyl/^f.^yU) -1- [1- (4-fc°yv' 

;U) t°^'j v'^- 4 --r;by t°^5 >- 2 -;t V ; 

4- (6 - t Ko^'>:^7:$' u>- 2 ;U) -1- [1- (4-t° 

U-:^;u) t'^u 4 --r;^^' 2 -:t> ; 

4- (1 -yjv^ni-y ^ i^y- 2 juxjuyi-s—ji^) -1- [i- (4-t°U 

v'yi/) iz^V 'Jy- 4:-4jv>^^jv] }z^^'jy-2--ty ; 

4- (6 po^7^ L/>- 2 --r^l/xyl/^^ji.;!/) - 2 -i 

-1- [1- (4-t:'Jv';b) t°^'J 4 -'r;uy t°^^-:^>; 

4- ( 6 PP:^7^ uy- 2 - 2 - t Fo^i/y 
-1- [1- (4-e'Jv^y^) t°^>J 4 --YyU^^^^W t°^^^>: 



1 5 6 



wo 99/33805 PCT/JP98^6002 

1- (4 - t°U i^yb) t°^'J 4 --r;uy 

4- (6 DD:h:7:^7 L/>- 2 ;b) - 2- [ (2-Jih4^->;^ 
T-^^Jll -1- [1- (4 - t°U v'vl') e^'J v'V- 4 --fyl/^ f- 
t°^5 > ; 

2 - 7 i J tiJl7i<~Jly- 4 - (6 DP^7:5' u>- 2 - 

1- [1- (4-t°';i^VU) if^^) 4 Jl/'^M t°^^-:>>; 

4- (6 2 -^ryl^x/l/jJ-x^yU) - 2- [N- (^n^yP^Th 

7 i y t}J\y7ii:^jU] - 1 - [ 1 - ( 4 - t° 'j U >- 4 - 

t°^5i^y ; 

2 - T-{r5^;l/- 4 - (6 DD:^7rJ' 2 --f -1- [1 
- (4 - t°'j v'yi/) e^ij i^v- 4 f-;u] \i^y'Jy. ^^^t 

4- (6 -i^ nD:^7^ 2 ->r>'bXyl/:}-.^;U) - 2- (N, N-i^^^^yU 
T ^ y -1- [1- (4-t°'ji^;b) fc:<u 4 --r^uy ^yi' 

] t°^5i:>> 

9. 4- (6 -^oD-^7:$' ly>- 2 ->r;i/xyl/5j^^yi/) - 6 -Ji-h^iyt} 
jVtHsljI/- 1 - [ 1 - ( 4 - h' U 'JJly) U > - 4 - 71/^ l^yU] t°^5 'J 

%-ti)V^:^y- 4- (Q-^au±y^lyy-2-^JVXJly^^—Jl) -1- [ 

1- (4-t°u-:^;b) yy- 4 - ^ ji/i^M M^-j yy-2-iry \ 

1 5 7 



wo 99/33805 PCT/JP98/06002 

4- ( 6 - ^ D D^7 ^ U>- 2 --r - 6 - t Ka + vy ^^l'- 

1- [1- (4 - t: iJ i^v'U) h°^U 4 --fyU^^yU] e^7':?>-2-;t 

- [1- ( 4 - t° 'J >*yi/) ti^'j i^>- 4 --fyb^f-yu] e^-5>^>-2- 

6 -7-tr h^i/y 4 - ( 6 - ^ P ^ U >- 2 --T - 

1- [1- ( 4 - h° U t'^'J 4 --f >- 2 

> ; 

4- [ (E) - 4 -^PPXf-U;l/7»'l/7^— - 6 ->;!7;l/^— 1 

- [1- (A-\d^)i^Jl) 'Jy~ A JV/ i-J\y^ -y y - 2 - 

ty ; 

%-ti)Vyf.^i/- A - [(E) - A -■i^uuy^^V JVXJVri-^—M -1- [1- 
(4 - v'yl/) t°^U v'V- 4 --ryP;^^;!/] t°^^ 2 > ; 

6 -T i 7 ?!7;U5K— 4 - -'^ aui-y ^ vy- 2 — ( JlXJVts—JV) - 

1- [1- (4-t°Ui^;p) t°^'; i^v- 4 --r;i/^f-;b] t°^^ i^v- 2 -^f 

Q -TJUV:t^y i JV- A - (6 -^^^:^•7^ U>- 2 - 
1- [1- (4 - t° 'J v'v'L/) 'Jy- A Jl/i^jV] 'Jy- 2 

y : 

4- (6 2 --ry^x;^7^^^;l/) - 6 'j y 

1 - [1- (4-fc:•j>';^) i^y- A-^JU/'^Jl^] ^<^i^y-2 

1 5 8 



wo 99/33805 PCT/JP98/06002 

; 

1 - [1- (4 - i^.'P) if^'J v^'v- 4 --f t°^^>'> 
-2-;ty; 

4- (6 -^;'OD-^7r5' U>- 2 --f ;l/x;l/;fx— yl/) -6-^ h4=->'T $ y ;^7yb 
T^^yl/- 1 - [1- (4-t°'Jvyl') t°^'j v'y- 4 -^;i/y t°^^i^> 
- 2 ; 

4- (6 -^:7^o:^•7:J'U>- 2 --r;bX;l/4^j::-;l/) -6 - (4-tKP + i^t° 
■:>>^;u>i^"-;i/) - i- [i- ( 4 - h° 'J 'Jy- A-^ 

6 -T i y y 4 - (6 P p^7^ u>- 2 -1- 

[1- (4-t°'j>';b) h:^ 'J >- 4 e^5v^>-2- 

4- (6 PP:f7^ p>- 2 -6-^;u^KUyy5^;b- 
1 - [ 1 - ( 4 - e U v^yb) U >- 4 - -f yuy ^yu] > - 2 

y ; 

4- (6 on:h7^ 2 -^y^7.y^7i-^^y^) - 6 - f-yi/7 ^ y y 5^ 
yi/- 1 - [ 1 - ( 4 - tf U v^yi/) t"'^ U >- 4 - -r yi^y 5^yi/] t°^^ >- 2 
-;i-> : 

Kyf-yb-4- ( 6 - ^ P u ^ U y- 2 - yl/X;l/^.^yU) 
-1- [1- (4-e';>^yb) t°^u v^y- 4 -^yi/y ^yu] t''^^-:^>-2- 

1 5 9 



wo 99733805 PCT/JP98/06(M)2 

4- (Q - ^ uai-y 2 JUXJl^ri-^-jU) - Q - / ^ y XJlrf-^—jUT 

1 hV^/l'-l- [1- (4-fUv^>'U) A--( Jl/^Jl] t°^^ 
'Jy- 2 -yiry ; 

4- nai-y ^ -6- (4-tKa4^vt° 

-1- [1- ( 4 - t; 'J v^yl/) e^U i^V- 4 --I'yUp^^v'H 

t"'^^ 'yy-2-^y ; 

4- (6-^PD:^7^L/>'-2-'i'>'i/x;i/^x-;u) - 6 - v'p' f-;^- 1 - [1 
- (4 -h°U i^;!/) t°^'J 4 --r;l/y 1^71/] t°^^i^>- 2 ; 

4 - (2 -i-y^jV7.Jl^t^~JV) - 6 - h Vu^y/1^J\y- 1 - [ 1 - (4 - t° 

^Ji^ji) t:^i; v>- 4 --fyi/pf ^yi/] -i^y- 2 -:ty 

Q -T-i^ h^-y/^J^- 4 - (2 -i-y^JlXJlt^—Jl) -1- [1- (4-t° 
y v^yu) e^'j i^V- 4 --fyl/p' t°^5 >- 2 -;t > ; 
(R) - 4- {Q-^Uxni-y^Uy-2-^J]y:^JVt^~JV) -Q-:xi.h^yt! 

1 - [ 1 - ( 4 - e U t: ^ U > - 4 - t°^^ 

>- 2 -:ty ; 

(S) -4- (6 -^DD:^■7^$7 2 --f - Q -JL\^:i{-yti 

jV7ti:^jU- 1 - [1- (4-t°U>';b) t°^U 4 \i^^y 

y- 2 ; 

(R) - 4- (Q auf-y ^ ]yy- 2 jV7.jV^.-jV) - 6-^ h^^f^y 

2 ; 

(S) - 4- -::7u\J±y ^ Uy-2 JU7.JU4-^~Jly) -Q-/ h^y/ 

1 6 0 



wo 99/33805 PCT/JP98/06002 

^yu- 1 - [1- (4-t°';i^;u) t°^'J 4 --fyw^ e^^i^y- 

2 ; 

(R) - 6 -7^;b^>'>- 4 - (6 pp:^-7^ u>- 2 --r;^x;^4-^— 
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( * : 300MHz. MBJ} : 270MH2) 



1 



DMS0-d6*:8. 20-8. 10 (2H. m). 7.81 (2H, d. J=9Hz), 7.^2 

(2H. d, J=9H2), 7.46-7.30 (2H, m) . 6.90-6.75 (2H. m) . 
3.65-3.55 (2H, m) . 3.43-3.18 (4H. m) , 2.75-2.62 (2H, 
m), 2.61-2.44 (4H, in), 2.44-2.31 (1H. m). 1.90-1.80 
(2H. m). 1.58-1.40 (2H. m) 



DMS0-d6*:8. 17-8. 11 (2H, m; . 7.81 (2H. d. J=9H2). 7.52 
(2H. d, J=9H2). 7.44-7.29 (2H. m) , 6.83-6.77 (2H. m). 
3.63-3.52 (2H/ m). 3.31-3.20 (4H, m) , 2.72-2.58 (2H, 
m), 2.47-2.37 (4H, m) . 2.17 (2H. d. J=7Hz) , 1.86-1.75 
(2H, m). 1.70-1.55 (1H, m) . 1 .25-1.05 (2H, m) 



CDC 1 3*: 8. 26-8. 17 (2H. m) . 7.47-7.37 (5H. m) . 6.73- 
6. 62 (3H, m) . 3. 93-3. 80 (2H. m) . 3. 30-3. 1 6 (4H, m) . 
112.89-2.75 (2H, m) , 2.60-2.47 (4H. m) , 2.24 (2H. d. 
J=7H2). 1.89-1.65 (3H, m) . 1.30-1.13 (2H. m) 



CDC 13:8.36-8.32 (1H, m) , 8.20-8.11 (2H. m) . 8.04-7.92 
(3H. m). 7.76 (1H. dd, J=2, 9H2) , 7.72-7.60 (2H, m) , 
6.69-6.62 (2H. nO . 3.93-3.82 (2H. m) , 3.16-3.04 (4H, 
m) . 2. 98-2. 78 (2H. m) . 2. 55-2. 44 (4H. m) . 2.19 (2H 
d, J=7H2). 1.86-1.63 (3H. m) . 1.29-1.04 (2H. m) 



CDC 13:8.32-8.29 (1H. ra). 8.22-8.16 (2H, m), 8.01-7.86 
(3H, m). 7.77 (1H. dd. J=2. 9H2), 7.58 (1H, dd, J=2, 
9H2), 6.73-6.65 (2H, m) . 3.97-3.84 (2H, m) . 3.16-2.88 
(6H. m). 2.56-2.43 (4H. m). 2.19 (2H. d, J=7H2) . 
90-1.67 f3H. m) 1 ?.'>-1 06 (?H 



CDCl3:8. 32-8. 28 (1H, m) , 8.23-8.18 (2H. m) , 8.11 (1H 
d, J=2Hz). 7.90 (1H. d. J=9H2). 7.85 (1H, d. J=9Hz) , 
7.78 (IH. dd. J=2. 9H2), 7.71 (1H. dd. J=2. 9Hz) . 
6.62-6.57 (2H. m) . 3.88-3.74 (2H. m) . 3.18-2.99 (4H 
m) , 2. 88-2. 70 (2H, m) . 2. 59-2. 42 (4H. m) . 2. 1 8 (2H. 
d. J=7Hz). 1.81-1.57 (3H. m) . 1.35-1.04 (2H. m) 
CDGl3+:8. 22-8. 16 (2H, m) , 7.95-7.86 (2H. m) . 7.80 
(IH, s), 7.56-7.46 (2H, m) , 6.75-6.68 (2H. m) , 4.00- 
3.92 (2H. m), 3.25-3.13 (4H, m) . 3.06-2.95 (2H. m). 
2.60-2.50 (4H, m) , 2.23 (2H, d. J=7H2). 1.93-1.72 
(3H. m) 1. 28-1 10 (9H. m) 



DMS0-d6:8. 21 (IH. dd, J=5. 8H2) . 8.14-8.08 (2H. m) 
8.04 (IH. s). 7.94-7.87 (IH. m). 7.51 (IH, dt. J=3, 
9H2). 6.91-6.83 (2H. m) , 4.03-3.87 (2H, m) , 3.14-2.97 
(4H. m) . 2. 95-2. 78 (2H, m) . 2. 57-2. 49 (4H. m) . 
2.15 (2H. d. J=7H2), 1.85.-1.62 (3H, m) . 1.12-0.93 
(2H. m) " 



CDC 1 3*: 8. 25-8. 17 (2H, m) , 7.90-7.80 (2H. m) . 7.76 
(IH. s). 7.48-7.42 (IH. m) . 6.67-6.59 (2H. m) . 3.90- 
3. 78 (2H. m) . 3. 23-3. 1 1 (4H, m) . 2. 85-2. 74 (2H. m) 
2.60-2.48 (4H, m) , 2.21 (2H, d. J=7H2) . 1.85-1.53 
(3H. m). 1.30-1.09 (2H. m) 



10 



CDCI3*:8. 24-8. 11 (2H. m). 7.95 (IH, s) . 7.49-7.36 

(2H, m). 6.87-6.66 (3H, m) . 4.06-3.90 (5H, m) , 3.25- 
2.95 (6H, m). 2.61-2.40 (4H. m) . 2.22 (2H. d. J=7Hz) 
1.95-1.72 f3H. m). 1.33-1.07 (9H 
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11 


CDCl3*:8.24-8. 18 (2H, m) , 7.77 (1H, d. J=9Hz) . 7.71 
(1H. s). 7.29 (1H. d. J=2Hz). 7.09 (1H. dd. J=2. 
9Hz). 6.65-6.59 (2H. m). 3.91 (3H, s) , 3.89-3.78 (2H. 
m) . 3. 24-3. 06 (4H. m) . 2. 85-2. 72 (2H. m) . 2. 58-2. 44 
(4H. m). 2.21 (2H. d. J=7Hz) . 1.85-1.56 (3H. m) . 
1.35-1.08 (2H. m) 


12 


CDC l3: 8. 23-8. 15 (2H. m) , 7.90-7.76 (2H, m) . 7.56-7.45 
(2H. m). 6.67-6.60 (2H. m) . 4.33 (2H. s) . 4.18 (2H, 
q. J=7Hz) . 3. 90-3. 80 (2H. m) . 3. 32-3. 20 (4H m) 
2.90-2.76 (2H, m) , 2.57-2.45 (4H, m) , 2.20 (2H. d, 
J=7Hz), 1.85-1.62 (3H. m) , 1.30-1.10 (2H, m). 1.26 
(3H. t. J=7Hz) 


13 


CDC 1 3*: 8. 25-8. 17 (2H. m) , 8.14-8.07 (1H. m) , 7.93- 
7.86 (1H, m). 7. 62-7.53 (2H. m) . 6.71-6.63 (2H. m) . 
3.95-3.84 (2H. m) , 3.47-3.35 (4H. m) , 2.94-2.80 (2H. 
m). 2.60-2.49 (4H. m) . 2.24 (2H. d. J=7Hz) . 1.91-1.67 
(3H. m). 1.35-1.12 (2H. m) 


14 


00013:8.48-8.40 (1H. m) . 8.38-8.17 (2H. m). 7.60-7.22 
(3H, m) , 6. 74-6. 64 (2H. m) , 4. 00-3. 85 (2H. m) , 3. 60- 
3.44 (4H. m). 2.98-2.82 (2H. m) , 2.75-2.61 (4H. m) . 
2.31 (2H. d. J=7Hz), 1.97-1.50 (3H. m) . 1.40-1.16 

(2H. m) 


15 


00013:8.25-8.14 (2H, m) . 7.75-7.66 (1H, m) , 7.61-7.33 
(4H, m) , 6. 77-6. 66 (2H. tn) . 4. 00-3. 88 (2H. m) . 3. 38- 
3.23 (4H. in). 3.05-2.90 (2H. m). 2.59-2.42 (4H, m) . 
2.22 (2H, d. J=7Hz). 1.93-1.71 (3H. m). 1.31-1.10 

(2H. m) 


16 


CDCl3:8.21-8. 16 (2H. m) , 7.68 (IH, d. J=2Hz) , 7.51 

(1H. d, J=9Hz). 7.44 (IH. dd, J=2. 9Hz) , 7.31 (IH. 
s) . 6. 69-6. 62 (2H. m) . 3. 95-3. 85 (2H. m) . 3. 35-3. 25 
(4H. m), 2.93-2.80 (2H, m) . 2.55-2.47 (4H, m) , 2.22 
(2H. d. J=7Hz), 1.90-1.60 (3H. m) . 1.35-1.10 (2H. m) 


17 


CDCi3:8. 31-8. 13 (3H. m) . 8.07 (IH, d, J=9Hz) , 7.82 
(IH. dd, J=2, 9Hz), 6.66-6.53 (2H, m) , 3.88-3.71 (2H, 
m), 3.14-2.96 (4H, m) , 2.92 (3H, s) , 2.85-2.68 (2H. 
m). 2.61-2.39 (4H. m) . 2.19 (2H. d. J=7Hz) . 
1.90-1.55 (3H, m), 1.31-1.03 (2H, m) 


18 

f 


CDC h: 8. 25-8. 18 (2H, m) . 7.83 (2H. d. J=9Hz) , 7.74 
Un, d, J-9Hz; , 7. 66T7^■ 58 (2H. m) , 7. 56-7. 40 (3H, m) , 
3.65-6.57 (2H. m) . 3.88-3.76 (2H, m) , 3.16-3.02 '(4H. ' 
n) . 2. 86-2. 71 (2H. m) . 2. 60-2. 47 (4H. m) . 2. 21 (2H ' 

d, J=7Hz), 1.85-1.59 (3H, m) , 1.30-1.08 (2H, m) 


( 

19 


:DCI3+CD30D:8. 64-8. 55 (IH. m) . 8.36-7.97 (3H. tn) . 
7.47 (IH, d. J=8Hz). 6.85-6.59 (2H. m) , 4.03-3.86 

(2H, tn), 3.38-3.13 (4H, tn) , 3.07-2.87 (2H, m) , 2.58- 
^06 (6H. m). 1.94-1.68 (3H. m) . 1.37-1.07 (2H m) 
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CDCl3:8. 25-8. 18 (2H. ra). 7.87-7.85 (IH, m) , 7.55-7.44 
(2H. m) . 6. 70-6. 65 (2H. m) . 3. 98-3. 86 (2H, m) , 3. 67 
(2H, s) . 3. 25-3. 1 6 (4H. m) . 3. 03-2. 90 (2H. m) . 2. 50- 
2.41 (4H, m). 2.20-2.15 (2H. m). 2.05-1.80 (3H. m) , 
1. 30-1. 10 (2H. m) 



21 



CDCl3:8. 31 (IH, s) . 8.20-8.10 (2H, m) . 8.03 (IH, d, 
J=9Hz), 7.95-7.82 (2H, m) . 7.78-7.70 (IH, m) . 7.68- 
7.58 (IH. m), 6.62- 6.57 (2H, m) , 3.89-3.78 (2H, m) , 
3.15-2.98 (4H. m) . 2.88-2.73 (2H. m) . 2.56-2.44 (4H 
m). 2.37 (3H, s) . 2.18 (2H. d. J=7H2). 1.80-1.60 (3H. 
m), 1.28-1.05 (2H. m) 



22 



CDC 1 3*: 8. 28-8. 13 (3H, m) . 7.96 (IH. d. J=9H2) . 7.73- 
7.64 (IH. m), 7.47-7.37 (2H, m) . 6.96-6.90 (IH. m) , 
6.63-6.54 (2H. m) . 4.40-4.10 (IH, m) . 3.90-3.74 (2H. 
m) . 3.1 6-2. 97 (4H. iij) . 2. 83-2. 68 (2H. m) . 2. 58-2. 40 
(4H, m), 2.17 (2H. d, J=7H2). 1.80-1.60 (3H. m). 
1^22-1.02 (2H. m) 



23 



CDCl3:8. 28-8. 20 (2H. m), 7.49 (IH, d, J=16Hz). 7.48- 
7. 38 (4H. m) . 6. 69-6. 58 (3H, m) , 3. 89 (2H. s) , 3. 94- 
3.78 (2H. m). 3.57-3.44 (4H, m) . 3.32 (2H. d, J=7H2) . 
2.88-2.72 (2H. m) , 2,05-1.87 (IH. m) , 1.83-1.64 (2H, 
m)^1.40-1.22 (2H. m) 



24 



25 



26 



27 



28 



CDCl3+;8. 37-8. 34 (IH. m) , 8.26-8.19 (2H. m) . 8.16- 
8.11 (IH. m), 7.93 (IH. d. J=9H2) . 7.88 (IH. d. 
J=9Hz), 7.80 (IH, dd, J=2, 9Hz) . 7.75 (IH. dd, J=2, 
9Hz). 6.66-6.59 (2H. m) , 3.89-3.77 (2H. m) . 3.80 (2H. 
s). 3.49-3.38 (4H. m) . 3.25 (2H. d. J=7H2). 2.84-2.72 
(2H, m), 1.99-1.83 (IH. m) . 1.68-1.57 (2H. m). 1.35- 

1. 17 (2H. m) 

CDCl3:8. 29 (IH, s) , 8.20-8.11 (2H, m) , 7.91-7.83 (3H, 
m), 7.73 (IH, dd, J=2, 9H2) , 7.55 (IH, dd, J=2, 9Hz) , 
6.57-6.50 (2H, m) , 3.78-3.68 (4H, m) , 3.40-3.30 (4H. ' 
m), 3.17 (2H. d. J=8H2), 2.74-2.60 (2H, m) . 1.90-1.70 
(IH, m), 1.60-1.48 (2H. m) . 1.28-1.07 (2H. m) 



CDCl3+:8. 41-7. 93 (6H, m) , 7.86-7.64 (3H. m) , 6. 75-" 
6.52 (2H. m). 3.88-3.77 (4H. m) . 3.48-3.38 (4H. m) , 
3.24 (2H. d. J=8H2). 2.85-2.71 (2H. m). 1.99-1.84 

(IH. m), 1.68-1.58 (2H. m) , 1.34-1.17 (2H, m) 



CDC 1 3*: 8. 35-8. 32 (IH. nj) . 8.26-8.19 (2H, m) . 7.94- 
7.88 (2H. m). 7.77-7. 70 (2H. m) . 7.54-7.48 (IH, m) , 
6.65-6.58 (2H, m) , 3.86-3.76 (4H. m) . 3.48-3.37 (4H 
m). 3.27-3.21 (2H, m) , 2.83-2.70 (2H. m) . 2.59 (3H, ' 
s), 1.97-1. 81 (IH, m), 1.66-1.56 (2H, m) , 1.29-1.16 
(2H, m) 



CDC 1 3*: 8. 45-8. 43 (IH. m) , 8.37-8.34 (IH, m) , 8.26- 
8.21 (2H, m), 8.14-8.09 (2H, m) , 7. 94-7. 88 (1 H. m) , 
7.84-7.79 (IH, m) , 6.65-6.60 (2H, m) , 3.92-3.79 (4H. 
m), 3.54-3.40 (4H, m) , 3.30-3.24 (2H, m) , 2.88-2.75' 
(2H. m). 2.00-1.50 (3H, m) , 1.37-1.16 (2H. m) 



42/50 



wo 99/33805 



PCT/JP98/06002 



43 



N M R (ppm) 
(* : 300WHZ. : 270MHz) 



CDC 1 3*: 8. 30-8. 24 (1H. m), s' 1 3-8. 05 (2H m) 7 92- 
7.86 (1H. m). 7.84-7.78 (1H. m). 7.72-7.65 (1H. m) . 
7,32-7.20 (2H. m), 6.70-6.61 (2H, m) . 3.93-3.74 (4H. 
m). 3.49-3.36 (4H. m) , 3.28-3.19 (2H. m) , 2. 85-2. 61 ' 
(2H. m). 1.96-1.82 (1H, m) , 1.60-1.50 (2H. m). 1.35- 
1.10 (2H, m) 

CDCl3*:8.26-8. 16 (3H, m) , 7.98-7.92 (lH. m) . 7.86- 
7.66 (4H. m). 6.69-6.64 (2H. m). 3.97-3.83 (4H. m) 
3.67-3.58 (2H. m). 3.55-3.44 (2H. m). 3.34-3.26 (2H 
m). 2.94-2.80 (2H, m) . 2.08-1.88 (1H. m) . 1.76-1.64 

(2H. m). 1. 38-1. 19 (2H. m) 

CDC is*: 8. 31 (1H, s) , 8.26-8.15 (2H. m). 7.98-7.88 

(3H. m). 7.80-7.74 (1H, m) , 7.63-7.56 (1H, m) . 6.63- 
6.56 (2H. m). 4.25-4.10 (2H. m) , 3.85-3.76 (2H. m) 
3.63-3.52 (1H, m) , 3.37-3.18 (3H. m) , 3.07-2.99 (1H 
m), 2.94-2.84 (1H, m) , 2.82-2.70 (2H. m) . 2.52-2 46* 
(2H. m), 2.37-2.27 (1H. m) , 1.80-1.54 (3H. m) , 1.34- 
1.23 (3 H. m), 1.20-1.03 (2H. m) 



29 



30 



31 



32 



CDCI3:8.31 CIH. s) . 8.20-8.16 (2H. m) . 7.97-7.88 (3H 
m). 7.80-7.74 (1H, m), 7.62-7.55 (1H. m) , 6.68-6.62 
■(2H. m), 3.95-3.79 (3H, m) , 3.66-3.55 (1H. m) 3 36- 
3.30 (2H. m), 3.06-2.78 (5H. m) . 2.65-2.40 (3H. m) , 
2.25-2.14 (1H. m). 1.89-1.70 (3H, m) , 1.30-1.10 (2H, 
m) 



33 



DMS0-d6:8.51 (1H. s). 8.34-8.02 (5H, m) . 7.87-7.68 
(2H. ui), 6.82-6.68 (2H, m). 3.95-3.74 (2H, m) , 3.57- 
2.20 (IIH. m). 1.78-1.52 (3H. m) . 1.07-0.82 (2H m) 



CDCl3+:8.37-8.27 (1H. m) . 8.26-8.15 (2H. m). 8.00- 
7.92 (3H, m). 7.81-7,71 (IH, m). 7.64-7.53 (1H. m). 

6.66-6.53 (2H, m) , 4.26-4.10 (2H, m) , 3.90-3.34 (5H 
m), 3.33-1.94 (lOH, m) . 1.90-1.57 (3H, m) , 1.35-0 94 
(5H, m) 

CDCl3:8.32 (IH. s) , 8.28-8.17 (2H, m) . 8.00-7.89 (3H 
m). 7.85-7.75 (IH. m) . 7.67-7.57 (IH. m) . 6.65-6.56' 
(2H. m). 6.33-6.25 (IH. m) . 5.39-5.32 (IH. m) . 3.91- 
3.75 (2H. m), 3.75-3.65 (IH. m). 3.65-3.52 (IH. m) 
3.14-2.99 (2H. m) , 2.87-2.62 (4H. m) . 2.46-2.31 (2H 
m). 2.29-2.16 (IH. m) . 1.91-1.53 (3H. m) . 1.32-1.04 
(2H. m) 



34 



35 



36 



37 



CDCl3*:8,34-8. 29 (IH. . 8. 24-8. 1 8 (2H, m) . 7.98- — 
7.90 (3H, m). 7. 81-7. 75 • flH. m) , 7.63-7.56 (IH. m) 
6.73-6.66 (IH. m) . 6.64-6.34 (2H, m) . 3.94-3.79 (2H 
m). 3.77-3.69 (IH. m) . 3.66-3.56 (IH. m) . 3.51-3 Si' 
(2H. m). 3.14-2.98 (2H. m) . 2.88-2.55 (6H. m) . 2.47- 
2.29 (4H, m). 2.22-2.13 (IH. m) . 1.92-1.61 (3H. m) . 
1.40-1.09 (5H, m) 

CDGl3*:8. 38-8. 14 (3H, m) , 8.00-7.84 (3H. m) , 7.81- 

7.69 (IH. m), 7.64-7.54 (IH. m) . 6.66-6.51 (2H m) 
3. 89-3. 24 (2H. m) . 3. 38-2. 92 (6H. m) . 2. 84-2. 67 (2H 
m), 2.50-2.11 (3H, m) . 2.18 (3H. s) . 1.89-1.56 (3H ' 
m), 1. 36-1. 00 (2H. m) 
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wo 99/33805 
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38 



CDC 13:8.29 (1H, s) , 8.31-8.03 (2H. m) . 8.03-7.82 (3H 
m). 7.82-7.69 (1H. m) . 7.57 (1H. dd. J=2, 9H2). 6.74' 
6.50 (2H. m). 3.95-3.75 (2H. m) . 3.65 (2H, d, 
J=nHz), 3. 60-3. 43 (1H. m). 3.28-2.40 (6H. m) . 3 15 
(3H. s). 2.94 (3H, s) . 2.26 (1H. dd. J=9. 12H2), 
2.12-1.97 (1H, m). 1.87 (1H. d. J=13Hz). 1.80-1.55 
(2H. m). 1.35-1.02 (2H, m) 



39 



CDC h: 8. 34 (1H, s) , 8.25-8.18 (2H. m). 7.98-7.90 (3H 
m), 7.77 (1H. dd. J=2. QHz). 7.64-7.58 (1H. m) , . 6. 64- 
6.57 (2H. m), 4.38-4.04 (5H, m) , 3.96-3.75 (3H, m) 
3.46 (1H, d. J=17H2), 3.07-2.96 (1H. m) . 2.88-2.68' 
(2H, m), 2.66-2.55 (1H. m) , 1.93-1.75 (1H, m) . 1.73- 
1^55_(2H. m). 1.32 (3H. t. J=7H2) . 1.32-1.14 (2H. 



40 



ICD30D*:8. 47 (1H. s) , 8.16-7.99 (5H, m) . 7.90-7.83 
(1H, m), 7.64 (1H. dd, J=2, 9H2) , 7.02 (2H, d, 

J=8H2), 4.18-3.91 (5H. m) . 3.81 (1H. dd, J=8. '14H2) 

3.58 (IH. d, J=16H2), 3.30-3.20 (1H, m) , 3.12-2.93 ' 
(2H. m), 2.72 (1H, dd, J=7, I4H2), 2.08-1.92 (1H m) 

1.82-1.71 (IH, m), 1.62-1.52 (IH. m) , 1. 31-1. 04 '(2H. 

m) 



41 



42 



43 



44 



CDCI3:8. 36 (IH, s) . 8.21 (2H, d, J=7H2) , 8.00-7 90 — 
(3H. m). 7.84-7.75 (IH. m) . 7.62 (IH. dd. J=2. 9H2) 
6.58 (2H. d. J=7Hz). 4.28-4.12 (2H. m) . 3.95-3.72 
(5H. m) . 3. 48-3. 35 (2H, m) , 2. 84-2. 63 (4H. m) . 2. 05- 
1.46 (3H. m). 1. 34-1. 13 (2H. m) 



CDC 1 3+: 8. 36 (IH, s) . 8.26-8.19 (2H. m) . 7.98-7.92 

(3H. m), 7.80 (IH, dd. J=2, 9H2) . 7.61 (IH. dd, J=2 
9H2). 6.62-6.55 (2H. m) , 4.17 (IH. d. J=17H2). 4 Os' 
(IH. d. J=12H2), 3.94-3.70 (3H. m) . 3.70-3.43 (3H 

m). 3.38 (3H, s) , 3.38 (IH, d, J=17H2) 

2.88-2.66 (4H, m) . 2.08-1.90 (IH. m) , 1.71-1.54 (2H 

m). 1.38-1.07 (2H, m) 

CDCi3:8.37 (IH, s) , 8.23-8.19 (2H. m) , 7.98-7.93 (3H 
m). 7.80 (IH, dd, J=2. 9H2) . 7.62 (IH. dd, J=2. 9H2)' 
6.60-6.56 (2H, m) , 4.40-4.33 (IH, m) , 4.25-4.11 (2H 
m), 4.04 (IH. d. J=12H2), 3.95-3.74 (3H. m) . 3.61- ' 
3.50 (IH. m), 3.38 (IH, d, J=17H2), 
2.88-2.67 (4H, m) , 2.10 (3H, s) , 2.03-1.86 (IH. m) . 
1.70-1.55 (2H . m). 1. 38-1. 16 (2H. m) 



CDCl3*:8.27-8. 19 (2H. m) . 7. 47 (lH, d. J=15H2). 7.47- 
7.38 (4H, m), 6. 67-6. 60 <2H, m) , 6.59 (IH, d, 
J=15H2). 4.28-4.07 (5H. m) . 4.00-3.82 (3H,' m) , 3 73 
(IH, d. J=17H2), 3.32 (IH, dd. J=4, I3H2). 2.89-2 75 
(2H. m), 2.67 (IH, dd, J=8, MHz), 2.00-1.63 (3H m) 
1.40-1.20 (2H . m). 1.30 (3H. t. J=7H2) 



45 



CD30D*:8. 08-8. 02 (2H. m; . 7. 69-7. 63 (lH, m) . 7.52- 
7.37 (4H, m), 7.17-7.00 (3H, m) , 4.29-4.10 (2H, m) , 
4.09-3.75 (4H, m) . 3.62-3.02 (4H, m) . 2.90-2.73 (IH 
m), 2.21-2.05 (IH, m). 1.95-1.73 (2H. m) . 1.43-1 12* 
(2H. m) 
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46 



47 



CDC 1 3+GD30D:8. 48-8. 44 (1H, mj , 8.14-8.00 (5H, m) , 
7.85 (1H. dd. J=2. QHz). 7.65 (IH. dd. J=2. 9Hz) . 
6.72 (2H. d. J=6Hz). 4. 19 (IH. t. J=3Hz) . 4.13-4.04 
(2H. m), 3.96-3.80 (3H, m) , 3.55 (IH, d, J=17Hz), 
3.24 (IH. dd. J=4. 12Hz), 2.86-2.69 (2H. ui) , 2.62 
(IH. dd. J=7. 14H2). 1.98-1.80 (IH. m) , 1.75-1.50 
(2H, m), 1.35-1. 10 (2H, m) 



CDCl3:8. 37-8. 35 (IH. m) . 8.17 (2H. d. J=6Hz). 7.98- 
7.92 (3H. m). 7.83-7.77 (IH. m) . 7.65-7.58 (IH. m). 
7. 46 (0. 7H, d, J=8Hz) , 6. 84 (0. 3H. d. J=7Hz) . 6. 59 
(2H. d. J=6Hz). 4.96-4.87 (0. 3H. m), 4.18-4.00 (1. 7H. 
m). 3.95-3.48 (5H. m) . 3.19-3.05 (IH. m) . 2.90-2.64 
(3H, m), 2.15-1.95 (IH. m) . 1.70-1.45 (2H. m). 1.35- 
1. 10 (2H. m) 



48 



CDC 1 3*:8.37-8.33 (IH. m). 8.22 (2H. d, 
7.90 (3H. m). 7.75 (IH, dd, J=2, 9Hz) , 
J=2. 9H2). 6.60 (2H. d. 
4.09 (IH. d. J=17H2). 3 
J=17H2). 3.58-3.48 (4H, 
2.83-2.70 (2H. m). 2.42 
1. 60 (3H, m). 1. 35-1. 15 



J=6Hz), 7.97- 
7.61 (IH, dd. 
J=7H2), 4.37 (IH, ±. J=3H2), 
97-3.63 (8H. m) , 3.63 (IH. d. 
m), 3.28 (IH, dd, J=3. 12Hz). 
(IH. dd. J=8. 14H2). 1.95- 
(2H. m) 



CDCI3*:8. 37-8. 34 (IH. m) , 8. 21 (2H, d, J=7Hz) , 7.97- 

7.89 (3H. m). 7.75 (IH, dd, J=2. 9H2) . 7.61 (IH. dd, 
J=2, 9Hz), 6.61 (2H. d, J=7Hz) , 4.47 (IH. t. J=4Hz) . 
3.97 (IH. d, J=17H2). 3.90-3.73 (4H. m). 3.76 (IH, d. 
J=17H2). 3.43 (IH. dd. J=4. 13Hz), 3.11 (3H. s) , 2.96 
(3H. s), 2.86-2.72 (2H, m) , 2.42 (IH. dd. J=8. MHz). 
1.97-1.79 (IH. m). 1.79-1.58 (2H. m). 1.30-1.12 (2H. 
m) 

GOCl3*:8. 48-8. 43 (IH. m) . 8.23-8.12 (2H. m) . 7.98- 

7.90 (3H, m), 7.82-7.74 (IH. m) . 7.64-7.57 (IH. m) . 
6.64-6.54 (2H. m) . 4.16-4.08 (IH, m) , 3.98-3.67 (6H, 
m). 3.82 (3H. s) . 3.50-3.38 (IH. m). 2.70-2.50 (4H. 
m). 1.85-1.70 (IH. m) . 1.65-1.50 (2H, m) , 1.25-1.05 
(2H. m) 



49 



50 



51 



52 



CDGi3*:8. 37-8. 32 (IH. tn) . 8.25-8.17 (2H. m) , 7.97- 
7.90 (3H. m). 7.78-7.73 (IH, m) , 7.64-7.58 (IH, m) . 
6.63-6.57 (2H, m) , 4.45-4.40 (IH, m) , 4.05 (IH d 
J=16H2), 3.95-3.60 (IOH. m) , 3.32-3.24 (IH, m) , 2.85- 
2.73 (2H. m), 2.50-2.30 (IH, m) . 2.10-1.50 (5H. m) . 
1. 40-1. 20 (4H, m) 



CDGl3*:8. 36 (IH, d, J=1Hz). 8.22-8.19 (2H, m) , 7.97- 
7.94 (3H, m), 7.82-7.78 (IH. m) . 7.61 (IH, dd. J=2. 
9Hz), 6.59-6.57 (2H. m). 4.25-4.16 (2H. m) . 3.89-3.76 
(3H, m), 3.36 (IH. d. J=17H2), 3.30-3.22 (IH. m) 
3.07 (IH. dd. J=10. 13Hz). 2.96 (IH. dd. J=4. 13Hz). 
2.79-2.68 (3H. m) . 2.63 (IH. dd. J=8. 14Hz). 2.05- 
1.87 (IH, m). 1.73-1.57 (2H. m) . 1.35-1.14 (2H. m) 
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53 



CDC l3*: 8. 36 (1H. d. J=2Hz) . 8.21 (2H, dd, J=2, 5Hz) 

7.97-7.93 (3H. ra) . 7.81 (1H. dd. J=2. 9Hz) , 7.64-7.60 

(1H. m), 6.58 (2H, dd. J=2. 5Hz). 4.26 (1H, d. 

J=10Hz), 4.21 (1H, d. J=15Hz). 3.94-3.64 (7H. m) 

3.35-3.24 (2H. ra) . 2.91-2.52 (9H, m). 2.46-2.36 (1H. 

in). 2.12-1.87 (1H, m), 1.68-1.57 (2H. m), 1.37-1.14 
(2H, m) 



54 



CDCl3*:8. 36 (1H. s) . 8.21 (2H. d. J=6Hz) . 7.96-7.93 
(3H. m). 7.81 (1H. dd. J=2. 9Hz). 7.63-7.59 (1H. m) . 

6.58 (2H. d, J=6Hz), 4.23-4.18 (2H, m) , 3.89-3.76 
(3H, m). 3.29 (1H, d, J=17H2). 3.30-3.21 (1H. m) . 

2.87-2.55 (5H, tn) , 2.38-2.24 (1H, m) . 2.31 (6H. s) . 

2.04-1.87 (1H. m). 1.72-1.57 (2H. m) . 1.34-1.16 (2H. 

nO 



55 



CDCl3:8. 37-8. 33 (1H, m) . 8.20 (2H, d, J=6Hz) , 8.01- 
7.92 (3H, m). 7.83-7.75 (1H. m) . 7.67-7.59 (1H, m) . 
6.57 (2H, d, J=5H2), 6.29-6.20 (1H, m) , 4.28 (1H. d, 
J=17H2), 3.98 (1H, d, J=13Hz). 3.93-3.62 (5H, m) 
3.48-3.14 (2H. m) . 2.92 (1H. dd. J=7. I4H2), 2.82- 
2.64 (3H. m). 2.06 (3H. s), 2.03-1.87 (1H, m) . 1.75- 

1. 54 (2H. m). 1. 40-1. 17 (2H. m) 

CDCl3:8. 37 (1H. s). 8.22-8.16 (2H. m). 8.02-7.90 (3H, 
m). 7.82-7.24 (1H. m). 7.65-7.58 (1H. m) . 6.62-6.52 
(2H, m). 5.60-5.40 (IH, m) , 4.31 (1H. d, J=17Hz), 
4.17 (IH. d. J=13Hz). 3.97-3.74 (3H. m) . 3.68-3.59 
(IH, m), 3.46-3.31 (3H. m) . 3.05 (3H. s). 2.81-2.62 
(4H. m), 2.01-1.85 (IH. m) . 1.74-1.50 (2H. m) . 1.38- 

1.16 (2H. m) 

CDCl3+:8. 36 (IH. s) , 8.25-8.18 (2H. m) . 7.99-7.92 
(3H. m). 7.86-7.78 (IH, m) . 7.66-7.58 (IH, m) , 6.62- 
6.56 (2H, m), 4.25-4.08 (2H. m) . 3.93-3.62 (4H. m). 
3.36-3.22 (2H, m) , 2.90-2.54 (7H, m) , 
2. 44-2. 20 (3H. m) , 2.10-1.10 (9H. m) 



56 



57 



58 



59 



CDCl3*:8. 39 (IH, s) , 8.23-8.12 (2H, m) . 8.05-7.94 
(3H, m) , 7. 80-7. 64 (3H, m) , 6. 65-6. 57 (2H, m) , 4. 25- 
4.12 (2H. m). 3.95-3.75 (5H. m) , 3.50-3.40 (IH. m) . 
3.38 (IH. d. J=17Hz). 2.84-2.68 (4H, m) , 2.05-1.89 
(IH. m), 1.69-1.57 (2H. m) . 1.36-1.13 (2H. m) 



CDC 13:8.40 (IH. s) . 8.25-8.18 (2H, m) , 8.08-7.43 (3H. 
m). 7.33-7.14 (3H, m) . 6.62-6.55 (2H, m) , 4.42-4.33 
(IH, m), 4.24-4.00 i3H. nO. 3. 94-3. 76 (3H, m) 
3.58-3.50 (IH. m), 3.38 (IH. d. J=17H2), 2.83-2.67 
(4H. m), 2.07 (3H, s) . 2.01-1.87 (IH, tn) , 1.68-1.53 
(2H, m), 1. 35-1. 18 (2H. m) 



60 



CDCI3:8. 34 (IH. s) . 8.25-8.18 (2H. m) . 7.98-7.90 (3H, 
m). 7.77 (IH. dd, J=2. 9Hz) . 7.64-7.58 (IH. m) . 6.64- 
6.57 (2H, m), 4.38-4.04 (5H. m) , 3.96-3.75 (3H, m) , 
3.46 (IH, d, J=17H2). 3.07-2.96 (IH. m) . 2.88-2.68' 
(2H, m), 2.66-2.55 (IH. m) . 

1.93-1.75 (IH, m), 1.73-1.55 (2H, m) . 1.32 (3H. t. 
J=7Hz). 1. 32-1. 14 (2H. m) 
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N M R (ppm) 

C * : 300HH2, : 270MH2') 

CDCl3:8. 34 (1H. s) , 8. 25-8. 18 
m). 7.77 OH, dd. J=2. 9Hz) , 



(2H7 



mj . 7. 98-7. 90 (3H. 
7.64-7.58 (1H. m) , 6.64- 
m) , 4. 38-4. 04 (5H, m) , 3. 96-3. 75 (3H, m) , 
d. J=17Hz). 3.07-2.96 (1H. m) . 2.88-2.68 



6.57 (2H, 
3.46 (1H, 

(2H. m). 2.66-2.55 (1H. m) . 
1.93-1.75 (1H, m), 1.73-1.55 
J=7Hz). 1.32-1. 14 (2H. m) 



(2H. m). 1.32 (3H. t. 



62 



CDC 1 3: 8. 36 (1H. s). 8.24-8.17 (2H. m) , 7. 98-7.91 (3H, 
m), 7.80 (1H, dd, J=2. 9Hz) . 7.61 (1H, dd, J=2. 9Hz) 
6.60-6.54 (2H. m) . 4.17 (1H. d. J=16H2). 4.06 (1H, d. 
J=12Hz), 3.92-3.75 (3H. m) , 3.65-3.33 (4H, m) , 3.39 
(3H, s), 2.80-2.65 (4H. m) , 2.03-1.85 (1H. m). 1.66- 
1. 53 (2H. m). 1.35-1. 13 (2H. m) 



63 



64 



CDCl3:8. 36 (1H, s), 8. 24-8. 17 (2H, m) . 7. 98-7. 91 (3H, 
m), 7.80 (1H, dd, J=2, 9Hz) , 7.61 (1H, dd, J=2, 9Hz)' 
6.60-6.54 (2H, tn) , 4.17 (1H. d, J=16Hz), 4.06 (1H d 
J=12Hz), 3.92-3.75 (3H. m) , 3.65-3.33 (4H. m). 3.39* 
(3H, s), 2.80-2.65 (4H. m) , 2.03-1.85 (1H. m). 1.66- 
1.53 (2H. m). 1. 35-1. 13 (2H. m) 



DMS0-d6*:13. 31 (1H, 
(2H, m) , 8. 24-8. 1 1 
7.72 (1H, m), 7.12 

4.21-4.02 (3H, m), 
(1H, m). 3.36 (1H. 

2.66-2.54 (1H, m) . 

m). 1.29-0. 91 (2H. 



brs), 8.61 (1H, s) , 8.35-8.26 
(3H, m). 7.92-7.84 (1H, m) , 7.79- 
(2H, d. J=7H2). 4.30 (1H, s) . 
3.87 (1H. d. J=16H2), 3.76-3.66 
d. J=16H2). 3.13-2.91 (3H. m). 
2.04-1.83 (1H. m). 1.76-1.52 (2H. 
m) 



65 



CDCl3*:8. 35 (1H. s). 8.26-8.19 (2H. m). 7.98-7.91 

(3H. m), 7.80-7.74 (1H, m) , 7.65-7.59 (1H, m) . 6.61- 
6.56 (2H, m). 4.35-4.27 (1H, m) . 4.24-4.05 (4H, m) 
3.98-3.89 (1H, m) , 3.86-3.76 (2H. m), 3. 47 (1H d ' 
J=17H2), 3.02 (1H, dd, J=3, 12H2), 2.79-2.68 (2H, m) 
2.63-2.54 (1H. m) . 1.93-1.54 (5H. m) . 1.33-1.17 (2H. 
m) , 0. 97 (3H, t, J=7H2) 



66 



67 



CDCl3*:8. 35 (1H, s) , 8.26-8.19 (2H, m) , 7.98-7.91 
(3H, m), 7.80-7.74 (IH. m) . 7.65-7.59 (1H, m) . 6.61- 
6.56 (2H, m), 4.35-4.27 (IH. m) , 4.24-4.05 (4H, m) , 
3.98-3.89 (1H, m) , 3.86-3.76 (2H, m) . 3.47 (IH, d 
J=17H2), 3.02 (IH, dd, J=3, 12H2), 2.79-2.68 (2H, m) 
2.63-2.54 (IH, m) , 1.93-1.54 (5H, m) , 1.33-1.17 (2H ' 
m), 0. 97 (3H. t, J^7H2)' 



CDC 13:8.34 (IH, d, J=1H2), 8.22 (2H, dd, J=1, 5H2) . 
8.00-7.89 (3H. m) . 7.81-7.74 (IH, m) , 7.65-7.58 (IH, 
«n). 6.58 (2H. dd. J=1, 5Hz). 5.20-5.08 (IH, m) . 4.37- 
(1H, m), 4.20 (IH, d, J-17Hz), 4.03 (IH, t, J=3Hz) 
3.98-3.74 (3H. m) . 3.41 (IH. d. J=17H2), 3.02-2.92' 
(IH. m). 2.80-2.66 (2H. m) . 2.60 (IH, dd, J=8, 14Hz) 
1.92-1.53 (3H, m), 1.34 (3H. d, J=7Hz) . 1.32 (3H d ' 
J=6Hz). 1.37-1. 17 (2H, m) ■ 
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68 



CDC 13: 8. 34 (IH. d. J^IHz) . 8.22 (2H. dd. J=1. 5Hz) . 
8.00-7.89 (3H, m) . 7.81-7.74 (IH, m) , 7.65-7.58 (IH, 
m), 6.58 (2H, dd, J=l, 5Hz) , 5.20-5.08 (IH. m) , 4.37- 
4.26 (IH, m), 4.20 (IH. d. J=17Hz), 4.03 (IH. t. 
J=3Hz). 3.98-3.74 (3H. m) , 3.41 (IH, d, J=17H2), 
3.02-2.92 (IH, m), 2.80-2.66 (2H. m) . 2.60 (IH. dd 
J=8, 14Hz). 1.92-1.53 (3H. m). 1.34 (3H. d. J=7Hz) . 
1.32 (3H. d. J=6H2). 1.37-1.17 (2H. m) 



69 



70 



CDCi3:8. 34 (IH, s) , 
m), 7.81-7.75 (IH. 
(2H. m), 4.36-4.27 
3.74 (4H, m). 3.37 
J=3. I2H2). 2.80-2. 
1.56 (9H. s). 1.33- 



CDCl3*;8. 35 (IH. d. 
7.92 (3H. m). 7.79 
m) . 6. 62-6. 68 (2H, 
s). 3.17 (2H. d. J= 
(2H. m), 2.07-1.87 
(6H. s) , 1 . 36-1 . 1 8 



8. 25-8.17 (2H, m) . 7.98-7.89 (3H. 
m). 7.64-7.58 (IH, m) . 6.62-6.54 
(IH, m), 4.24-4.15 (IH, m) , 3.99- 
(IH. d. J=17H2). 2.91 (IH. dd, 
57 (3H. m). 1.88-1.48 (3H. m) , 
1.13 (2H, m) 



J=2Hz3 , 8. 46-8. 1 8 (2H. . 7. 98- 
(IH. dd. J=2. 9H2). 7.64-7.58 (IH, 
m) . 3. 89-3. 80 (2H, m) , 3. 74 (2H, 
7Hz). 3.12 (2H. s). 2.80-2.67 

(IH, m). 1.71-1.62 (2H, m) , 1.37 
(2H, m) 



71 



CDCI3*:8. 24 (2H. d. J=6H2) , 7.53-7.38 (5H, m) . 6.70- 
6.57 (3H, m), 4.11 (IH, d. J=17H2), 4.03-3.80 (4H, 
m), 3.70-3.46 (4H. m) , 3.39 (3H, s) , 3.11-3.03 (IH 
m), 2.88-2.68 (3H. m) , 2.12-1.90 (IH. m). 1.77-1.63 
(2H. m) ■ 1 . 43-1 . 1 6 (2H. m) 



72 



DMS0-d6*:8. 22-8. 14 (2H. m) . 7.83 (2H. d, J=8H2) . 7.53 
(2H, d, J=8H2), 7.47-7.33 (2H, m) . 7.19-7.12 (2H. m) , 
4.24-4.12 (2H. m) . 3.55-3.25 (4H. m). 3.21-3.04 (6H. 
m), 2.33 (3H, s) , 2.30-2.18 (2H. m). 2.10-1.78 (3H, 

m), 1. 18-1. 00 (2H. m) 



73 



DMS0-d6*:8. 22-8. 13 (2H. m) . 7.84-7.77 (2H. m), 7.57- 
7.38 (4H, m), 7.16-7.08 (2H. m) . 4.18-4.06 (2H. m). 
3.77 (2H, s). 3.55-3.27 (2H, m) , 3. 25-2.99 (4H, m) , 
2.56-2.43 (2H. m) , 2.29 (3H. s) , 2.01-1.95 (IH. m). 
1.72-1.61 (2H. m) . 1.19-1.03 (2H. m) 



74 



75 



DMS0-d6*:8. 63 
8. 15 (3H. m). 
J=2. 9H2). 7. 
3.69 (2H, s), 
3.07-2.92 (2H 
1.60-1.48 (2H 



GD30D+:8. 50-8. 
7.81 (IH, m). 
4. 44-4. 06 (7H, 
J=17H2). 3.17 
2. 69 (3H, s) 
1. 74-1. 64 (IH 
(2H. m) 



-8. 60 (IH, m), 8.33-8.27 (2H, m) , 8.22- 
7.90 (IH. dd. J=2, QHz). 7.76 (IH, dd, 
12 (IH. d. J=8H2), 4.14-4.03 (2H, m) , 
3.46-3. 2-8 (4H, m) , 3.14 (2H, d, J=7Hz) , 
. m), 2.29 (3H, s) , 2.00-1.83 (IH. m) . 
, m)^ 1. 12-0. 94 (2H. m) 



45 (IH. m). 8.16-8.00 (5H. m) . 7.87- 
7.69-7.63 (IH, m) , 7.07 (2H, d, J=8H2) , 
m), 3.84-3.73 (IH, m) . 3.45 (IH, d, 
-3.02 (3H, m). 2.79 (IH, dd, J=7, HHz). 
2.08-1.93 (IH, m), 1.88-1.78 (IH, m) , 
m), 1.29 (3H, t, J=7Hz). 1.34-K22 ' 
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76 



77 



DMS0-d6*:13. 16 (IH, brs) 
(2H, m) . 8. 23-8. 1 1 (3H, 
7.72 OH, m). 7. 12 (2H. 
4.22-4.03 (3H. m) , 3.87 
(IH, m), 3.37 (IH, d. J= 
2.68-2.56 (IH. m) , 2.31 
1.77-1.54 (2H. m). 1.29- 



CD30D*:8. 43-8. 37 (IH, m) 
7. 76 (IH, m), 7. 60-7. 53 
4.14-3.98 (2H, m) , 3.98- 
m). 3.47-3.32 (3H, m) , 3 
s), 2.09-1.94 (IH, m), 1 
(2H. m) 



8.61 (IH, s), 8.34-8.26 
m), 7.92-7.83 (IH. m) . 7.80- 
d, J=7Hz). 4.30 (IH. s). 
(IH. d. J=16H2), 3.77-3.66 
I6H2). 3.12-2.92 (3H, m). 
(3H, s). 2.03-1.86 (IH. m) . 
0. 92 (2H. m) 



8.07-7.91 (5H. m). 7.82- 
(IH. m). 6.98 (2H. d. J=8H2) , 
3.86 (2H. m). 3.79-3.59 (3H. 

08-2.75 (4H. m). 2.60 (3H. 
.73-1.52 (2H. m). 1.23-1.14 



CD30D:8.51-8.47 (IH. m) . 8.17-8.00 (5H. m) . 7 91-7 84 
(IH, m). 7.69-7.63 (IH. m) . 7.07 (2H. d. J=8Hz) 
4.25-3.92 (4H. m) . 3.86-3.74 (IH, m) , 3.68-3 41* (4H 
m). 3.34 (3H. s) . 3.18-2.84 (4H, m) . 2.69 (3H s) 
2.20-2.01 (IH. m). 1.85-1.62 (2H. m). 1.37-1.10 (2H. 
m) 



78 



80 



81 



CD30D*:7.97-7. 93 (2H. m) , 7.60-7.52 (2H. m) 7 45- 
7.32 (3H. m). 7.06-6.95 (3H, m) , 4.38-4.32 (IH m) 
4.28-4.02 (4H. m) . 3.96-3.88 (IH, m) , 3.79-3.60 (2H 
m), 3.34-3.17 (2H, m) , 3.14-3.00 (2H, m) . 
2.81-2.70 (IH, m), 2.60 (3H, s) . 2.06-1.90 (IH m) 
1.86-1.64 (2H . m), 1.31-1. 13 (5H. m) 



83 



89 



CD30D*: 8. 10-8.02 (2H. m) . 7.69-7.61 (IH. m) . 7 49- 
7.35 (4H. m), 7.16-7.04 (3H. m) . 4.44-4.36 <1H. m). 
4.31-4.14 (2H, m), 4.06-3.45 (4H, m) , 3.44-3.09 (3H 
m). 2.92-2.77 (IH. m) . 2.69 (3H. s) . 2.23-2.03 (IH ' 
m), 1.98-1.74 (2H. m) . 1.44-1.20 (2H. m) 



00300:8.55-8.49 (IH. m) . 8.19-8.00 (5H, m) , 7.90 (IH 
dd, J=2, 9Hz), 7.67 (IH. dd. J=2. SHz), 7.06 (2H. d' 
J=8H2), 4.26-4.06 (4H. m) . 3.96-3.84 (2H. m) . 3.52- 
2.64 (7H, m). 2.72 (6H. s) . 2.24-2.06 (IH. m). 1.88- 
1. 62 (2H, m). 1. 46-1. 12 (2H. m) 



CD30D*:8. 50-8. 
7.81 (IH, m), 
4. 44-4. 06 (7H. 
J=17Hz), 3.17- 
2.69 (3H, s), 
1. 74-1. 64 (IH. 
(2H, m) 



45 (IH, m). 8.16-8.00 (5H. m) . 7.87- 
7.69-7.63 (IH, m) , 7.07 (2H, d, J=8H2) , 

m). 3.84-3.73 (IH. m), 3.45 (IH. d. 
•3.02 (3H. m). 2.79 (IH. dd. J=7. 14Hz) 
2. 08-1.:93 (IH. m), 1.88-1.78 (IH, m) . 

m), 1.29 (3H, t. J=7Hz), 1.34-1.22 



90 



CD30D*:8. 50-8. 
7.81 (IH, m). 
4.44-4.06 (7H. 
J=17H2). 3. 17- 
2.69 (3H. s). 
1.74-1.64 (IH. 
(2H, m) 



45 (IH. m). 8.16-8.00 (5H, m) , 7.87- 
7.69-7.63 (IH. m) . 7.07 (2H. d. J=8Hz) 

m). 3.84-3.73 (IH, m) , 3.45 (IH. d 
■3.02 (3H, m), 2.79 (IH, dd, J=7 UHz) 
2.08-1.93 (IH. m). 1.88-1.78 (IH m) 

m), 1.29 (3H. t. J=7H2). 1.34-1 22 ' 
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m 50 



91 



N M R (ppm) 
( * : 300MH2. mSi : nOUHz) 



CD30D .-8.51-8.47 (1H, m) , 8.17-8.00 (5H. m) . 7.91-7.84 
(1H, m), 7.69-7.63 (1H, m) , 7.07 (2H, d, J=8Hz) , 
4.25-3.92 (4H. m) . 3,86-3.74 (1H. m). 3. 68-3. 41 ' (4H 
m), 3.34 (3H, s). 3.18-2.84 (4H. m). 2.69 (3H. s) 
2.20-2.01 (1H. m). 1.85-1.62 (2H. m). 1.37-1.10 (2H. 
m) 

CD30D:8.51-8.47 (1H. m). 8.17-8.00 (5H. m) . 7.91-7.84 
(1H, m). 7.69-7.63 (IH. m) . 7.07 (2H, d, J=8H2) . 
4.25-3.92 (4H. m). 3. 86-3. 74 (IH, m) , 3.68-3.41 (4H 
m). 3.34 (3H. s). 3.18-2.84 (4H, m) . 2.69 (3H, s) 
2.20-2.01 (IH. m). 1.85-1.62 (2H. m). 1.37-1.10 (2H. 
m) . • 

DMS0-d6*:13. 16 (IH. brsj, 8.61 (IH. s), 8.34-8.26 

(2H. m), 8.23-8.11 (3H, m) , 7.92-7.83 (IH. m\ 7.80- 
7.72 (IH. m), 7.12 (2H. d, J=7H2) , 4.30 (IH. s) . 
4.22-4.03 (3H. m) , 3.87 (IH. d, J=16Hz). 3.77-3.66 
(IH, m), 3.37 (IH. d. J=16Hz). 3.12-2.92 (3H. m). 
2.68-2.55 (IH, m) . 2.31 (3H, s) . 2.03-1.86 (IH. m). 
1.77-1.54 (2H, m). 1.29-0.92 (2H. m) 



92 



93 



94 



CD30D*:8.48 (IH, s) , 8.17-7.99 (5H, m). 7.88-7.82 
(IH, m), 7.66 (IH, dd. J=2, 9H2) , 7.06 (2H, d, 
J=8H2), 4.45-4.39 (IH. m) . 4.30 (IH. d. J=13H2), 
4.23-4.05 (5H, ra) . 3.80 (IH. dd. J=8. 14Hz). 3.46 
(IH. d, J=17H2). 3.16-3.00 (3H, m) , 2.82-2.72 (IH 
tn). 2.69 (3H. s), 2.08-1.92 (IH. in). 1.88-1.77 (IH, 
m). 1.69-1.61 (3H. m). 1.34-1.11 (2H, m) . 0.97 (3H 
t. J=7Hz) 



95 



CD30D*;8.48 (IH. s) . 8.17-8.00 (5H. m). 7.85 (1H, dd 
J=2. 9H2), 7.66 (IH. dd. J=2. 9H2). 7.03 (2H, d, 
J=8H2), 5.16-5.01 (IH, m). 4.37 (IH, t, J=3H2) , 4 31 
(IH. d. J=13H2), 4.22-4.05 (3H. m) , 3.86-3.73 (IH 
m). 3.39 (IH, d, J=17H2), 3.12-2.97 (3H, m) . 
2.82-2.71 (IH, m). 2.69 (3H, s) , 2.07-1.90 (IH, m) . 
1.87-1.76 (IH, m), 1.72-1.61 (IH, m) , 1.35-1.09 (2H 
m). 1.32 (3H. d. J=6Hz), 1.31 (3H. d. J=6Hz) 
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